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IN THE UNITED STATES PATENT 


In re the Application of 
Takehiko NAK 
Serial No. 0 
Filed: April 



For: BENZ IMIDAZOLE DERIVATIVES, THEIR PRODUCTION AND USE 
CLAIM FOR PRIORITY UNDER 35 USC 119 


AND TRADEMARK OFFICE 


Group Art Unit: l£s$5 
Examiner: Not Known 


Honorable Commissioner 

of Patents and Trademarks 
Washington, D. C. 20231 

Sir: 

The benefit of the filing dates of the following prior foreign 
applications is hereby requested for the above-identified 
application and the priority provided under 35 USC 119 is hereby 
claimed: 

Serial 


Country 
Japan 
Japan 
Japan 
Japan 
Japan 


113148 
141942 
208662 
264579 
413679 


No. 


S 


■1990 
-1990 

-199CK" 
1990-^ 


Filing Date 
04/27/90 
05/30/90 
08/06/90 
10/01/90 
12/24/90 


A certified copy of each foreign application is enclosed. 

It is requested that the file of this application be marked 
to indicate that the requirements of 35 USC 119 have been fulfilled 
and that the U.S. Patent and Trademark Office acknowledges receipt 
of these documents. 


WEGNER, CANTOR, MUELLER & PLAYER 

P. 0. Box 18218 

Washington, D. C. 20036-8218 

(202)887-0400 

Attorney Docket No. P4414-22823 
Date: August 14, 1991 
HIC: JET: jol/leg 


Reg. No. 24,392 
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JAPANESE GOVERNMENT 


This is to certify that the annexed is a true copy of 
the following application as filed with this Office. 


Date of Application: April 


27, 1990 


Application Number : 113148/1990 

Applicant : TAKEDA CHEMICAL INDUSTRIES, LTD. 


April 12, 1991 


Commissioner, 
Patent Office 


Satosh 


i UEMATSU 


( sealed ) 


Certified No. 3-8242 
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This is to certify that the annexed is a true copy of the following application as filed 
with this Office. 
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K* N lOO-12Oti«T?l-40Hi!lS 
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m £ & %> co & ct ^ 0 c <d T i> K ft £ ^ ^ jl ^ 

ii^ytJoiKiiaot, ^ S B# Pel , JR ^ 

S ( c ) it „ ~7 )l> t) 'i SST 1 X f ^ ( I c)^ Jo 

c)l ^ ;M:^LT7;i/.* ij 1 — 3 
^ *I Sf$fflLt s il % 7K £ ^ i; T ;u n - ;u m (M s 

> ^ / - ;l/ , X ? / - ;U , J f- ju -fe c y ;l/ y ^ ) 
ft ¥ <D m J$ T* ff % 0 o frfr&T ts \) £ Ltl^ 

7K St { I i- h ? a fc j: c>* 7j< & 77 y o a & £ ^ 
SlE^f^i Ltli, ^ zg - 1 0 0 °C fl , 1 - 

i o b# mm & t N l < <± ?g ^ © $ ^ g £ t- 2 

- 5 tiffflmm-eftte o o 

M CE ( d ) s 7 x - i/ y ; > (I^)^!;^ 
;i/ ;w h ij ju * ^ - h £ ^ * tir T 2 - T n + 
m m ft ( I e) £ f# -I) & © T * a o 
it $ ( IV ) <C >tf L T N 7 ^ 4- ^ 7t JU b ts Jls # 

- h l-3*^gSI$fflLT, ii ^ & © # £ T If 
& -5 o 7 ;i/ + ;^ ;i/ M ^ # t - F i L T ii > f 
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j\y , i ^ jv , 7° u t° JU , j V 7° a t° Jl J; -f * Jl> 
ft Z (D * JV V id JU # i-- - V ft & if <h n % 0 t tzm 

^ £ t , IXfc #ffii£*ftiKspg< H II # f# £ n 

S o 

^^^iHt, ^ c y y <b m it ?k m m & # 

* - r- ^ II £ ffl u £ c <b ^ tB * 5 ^' il S &g £ ffl 

^ ft l> T' ff ft 9 © lilfg^o 

K EC ^ ft {i ii ^ 7 0 ~ 1 0 0 °C II -c 1 ~ 5 B# 
PbI @ J$t T- If^o Ci^'tH^^ 0 

$StD!cfc^T(i, S J£ Pel ft i L T 7^3 
4- f Jjfc L N * ft j&* * £ {C S * U ffi 

tSSlKJ: o T . 2 - T 71^ n I e ) ic ffl Jg 

t«. sEfiis s s * PbI # £ m m L . g£ £ £ T ^ 

I R ic cfc o T 2 - T ^ 3 + >> ( I e ) ic i < C 

RJE(e)li7x-l/y v?7 ^ / ft (IV ) id fl * CO 

* ft ,■ I f ) * f# S © T- * a 0 

f b £ ^ ( IV' ) 1 * >tf L T N * ju # — ;i/ { fc £S Hi 


h ^ s t* ) £ i - 5 ■* ^ ii m m l . ii 3? ^ n 
> it m it 7j< ^ m c^k tift^u>,^op * ^ 

A ft £ ) , T ^ 3 - ;U £S ( f0U * * / - to , x 9 / - 
to tZ P' ) , T > K £g (M N ^ ^ f- )\y * ;l/ A r $ K , v 8 
> * ^ T -fe h T 5 K tz g ) 4' £ £ flj L X fir 9 o 

Ifr ( f ) f i MeerweinsSli^ffl^Tx 2 - t K 
o * f* ( I f ) £ ii tR fi<J tc 0 - T ^ * to it -t £ C 
iia,T2-T;^ + >>f$(ig)^f|^© t 

ita$i( I Dl^LT, Meerwein H£ £ 1 - 3 

* * m m mm l ^ mn^ * y. > ^ ^ ft ?k m Jk m m 

— -T toM(&\\ * f" ^ X - f- vl/ , x f- ;u x — ^ 4 

) * 7g ^ £ L T m ^ T If 4 -5 0 

Meerwein LT H ') * to Jf y =- y A 

7 j\y * a # 7 - h (Me 3 0 + BF, _ )fc «£ h 'J x f- ;U 

* + A7;^n#7- h (Et 3 0 + BF4-) t£ if 
^fclf^tl^ XiK[H. Meerwein, Org. Syn. 4j>, 
1 1 3*5 ct 1 2 0 ( 1 9 6 6 ) ]£ IB ft £ r> Xf%^ 
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K m ft t L T fi s ^ g - f§ cd $ fl jg T 2 
- 2 0 B# NiU & K SE * tt £ © J: ^ 0 

Sl£:(g)li : llgi^ 7 x - u y ^7 $ / ( iy ) 
i: fl * © IS M t © S J£ & «£ '0 . 2-*toi3-?Yfo 
(I h)^f|^ fcOf^^o 

7 * - u > r 5 / ( IV" ) 1 * jv fc ^ L T . f- 

* ii jv # ~ jv n m (m. - m it m m , t -* m k , * 

v y b ¥ y m t> V o a ft £' ) t tc te 4 v f- * y r 

i- - h II (ffl N ^ f- ^ ^ y f- ^ r ^ - h , x f- ;u 

>f v -f- y t i~ — h ft t" ) & f - 3 * ;u fl & f£ ffl 

L t ft ^ 9 „ SCii i L t ii , r ^ u - ^ |I ( {0J 

„ > 9 S — jV , / — & t£ ) , T i K m (0J s ^ 

^ f ^ * ;l/ A 7 ; K , x ^ f- -»U T -fe h T * K ft ^' ) 
ft £" & JB ^ 5 C <!: j&*fcB$fe 5 0 

5-2 0 Bf Pal a ft ft 9 © # <£ ^ o 

7° h ft ( I h ) £ T ^ 4- ^ f t f -5 £ t ct 9 T ^ 4- 
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4£&W} ( I h) 1 * jv (c L T . 

cb if r ;u 4- ^ it M l - 3 * ^ if HffiLt, il 

5 ^ > f ^ * ^ A 7 i K , ^ )\y r -b h T ^ K , 
•/ ^ f ;U ;l/ * + y K , T -fe h — h y ;u , r -te h y , 
x ^ ^ ^ h v j i ^ / _ ;U ^ ^ / — ;l, , 7j< 

6 if © m m -e if t£ o o 

Sli L T it N * -fe j v - ? , fe g£ ts \) q a , fe 

m i- h y ? a , 7 K ^ f t ^ h y -J a , t - y h 4- y. * 

y 9 a , 7 J< & ft -y h y 9 a fi £ £ ^ ^ & 0 

T ^ 4 ^ £lj i L T ii s ^ n y > ft $g (fflj N J; 
0 < t * * ^ , «fc 0 it X f- ^ , J; 9 ft 7° a h° Jl ■ , J: 9 

ft y f fc(i:tiio ^ ft ^ fc =fc ±i ft ^ ) 

^ Jfc ^ f$ ii ffl U 6 m g , T JU 4- ^ ft j§R| <fc O* j£ 
KlUotgiSU^ il ^ x 7K ft T ~ ?g ^ © ffi & 

mmx', 1 - 5 mmmm-vnts; ? 0 

SlE(i),!i7 x - u y -^7 5 y ( IV ) »c ^ y ^ 

t> © -e * 5 o 
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i I & m ( IV ) 1 * ;nc fcf L T 4 v x •> r x - h 
* 1 - 3 ■* ^ *I m ^ . il - °y>ftKft7j( 
^ $1 ( f^k ^nn*yl/A,^f-ui/^ni; F if ) , 
^ - x ^31 ( &\ s x h ? t KD77>,/jt'4-fy 
i" ) , ?f § & ^ <b 7K & H ( 0| s ^ y -fe* >- , h ^ x > 
.if' ) , T to =3 - ;u H (@l N > ^ / _ f i ^ y _ ,j, 
ft if ) , T -fe h — h V to , f J * to * A T > K ft 

ffl^3Ci:ft<^)££-££ci:iotB3fc£ 0 

^ *> 5 W y x T x - h t Ltli^ x 71/ , x. 

T to , y° a t° to , <{ y y° p f ^ J; O* 7* x ;u ft if © 
y x * «> T x - > & {f f,tl5 0 

~ 6 o m?,i\mf$.fcm z & & (d f/< £ \^ 0 

±12 © tS TM#f:f ^ ^ u T ( V ) 1 * ;nc: $f L 
T N £ m " ? J K (m N HgCfi 2 ft if ) * 1 - 3 * ^ 

* ;U A , ^ f- u >• ? d y K ft if ) tp T |f 'A 3 o 
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( V ) 1 * to K L T N cb 9 f t ^ ^ ^ £ 1 ~ 3 ^ ;p 
ffl L , T to u - ^ H (#|j s > * / - ,u , x ^ 

SiE-^f^i Ltii, H g - &g © $ |i -e- 3 ~ 

i 5 b# m n o <d & & ^ 0 

fx. ( j ) ii * ^ ■ tK >- g$ x X x to it ( I j ) £ T tot) 

y nu 7K # m jc ct o t , * ;u *• > st ( i k) & m *> 

\ t & m ( I j ) 1 * to fc ^ l T r to ii y l - 3 * 

^ II .8£ f ffl LTI^7K^^^7^3 - ,U |J (0| N 
^ y - to , x ^ / - ju , > f- ;U -fe a y ^ y °-t£ £* ) 

ft £' © ?g j$ 43 -e If ^ 9 o 

«t 7K @£ ft; y 17 Aft ifi^^^nso 

.SiE^fti: LTIi> IS- l 0 0 tgKT, 1 

~ 1 0 b# m n m. -e n ? $?t l < & mmv> m 

> n -e 3 ~ 5 B# f B ^I ^ ^ £ # * © # x ^ o 

S 15 ( k) Ji ii ^ {c f£ |f ^ n /; r h 7 V - ^ ^ 
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ft ( I 2) £ . (ftflit^C i!: j; m) 

# S 15 (i N ffl u fri & (I II S ( R ) ic otlK-S 
II © & ft 5 0 R k y 7 * - ^ / ^ )v , 2 
- r- h -7 h K a t° 5 - ^ , ' * F + '^f ;HiJ;y' 
x h 4- -> ^ f- ^ ft £' o'u# s 0 . 5 N - 2 N U © 
i& m t fz te It St % £ a ^ 7K T 3 - ;u $g (0j N * 

9 / - jv , x * y - ,u & £• ) % i ~ 

i o b# m nsjcstso ^ @ m t- i ^ 0 

& 1l 7 A ^ c v h 7 y ^ - J; H |± b £ £* © 

JSia o ^ m tc: m m -t z> c <h & ai ^ a o 

* , C ft £ f k £ ^ ( I ) & N m & }c J: £ II ^ 
fi*J <c <g L o 5 @£ £ f* ^ m t <D ffi N £ if i£ 

a if ft r ;u * y £ m t <D Jg s * ;U •> 7 A ig ft 
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f£#f£ r- T > tf.-r ^ <S v n tc «fc 5 JR |i fc J; 
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*f L T Ifil EE T ft ffl £ tf; L . Ittl EE © f£ & 
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cd m m ^ &j <c & n * n § s N ® ^ ^ , ^ ^ t 

•M £ L h ^^,11 , 3RJ , * 7° -b ;u srj , £ II M ft if 

Ltfi^tiS^, II □ & ^ -e <± i bi i o 

~ 1 0 OmgJ^it'li 1 B15-5 Orag^2-3 
IhI.K # # r f£ Tl" £ © J&>* fff £ L ^ o 

T K # 3£ HB £ SJ! flj W , ^jfeffl, HJUMfe J: ' cK # ' 

# W ic J; D * {* ft {c mwir Z . C ft h 
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* f§ B£ © it £ m ( I ) £ . /c £ * {£ H5 jJl ee m , & ■ 

mm.m&tpti: tfvmmmmm m *s & srj t it m 
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(1) 2-x^->-l-[[2'-(lH-ft-7 1 / 

— ;U - 5 - j JU ) h" 7 i — )\y - 4 - ^ ;U ] ^ ^ 

jv]^ > x 4 i ? y - >\s - i - ti >\, z$ vm 


(2) 7 ? h - X 

(3) H -fe ;b a - x 

( 4 ) X -r T 'j > g$ * <> ? A 

1 .*7'^ ;u 


1 0 mg 

9 0 mg 

7 0 mg 

1 0 mg 

1 8 0 mg 


(1), (2) t (3)fc £ (4)© 1/2^ MID L /-c miiL 
ilir & o c nic m V (D (O & 1)U Z- T ± % ? ^ 
v ii y -fe ;u }c £f AtSo 
2 . £t #j 

( 1 ) 2 - * h * <s - 1 - [ [ 2 ' - ( 1 H - t- b y V 
— ^ - 5 - 4 ^ ) £ 7 * - ;i/ - 4 - ^ ju ] ^ f- 
;u ] ^ -y X '4 l f y - yi/ - 7 - # ;i/ jj? y 


(2) 5 * h - x 

(3) n - y 7; ^ _ f- 

(4) ^JS^Hr^D-^ 

( 5 ) X ^ T 'j >- @$ * ? A 


1 0 mg 
3 5 mg 
1 5 0 mg 
3 0 mg 
5 mg 
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1 iH 2 3 0 mg 

(0.(2),(3),(4)©2/3fc«J;tf(5)©l/2£7lfn&, 

7L x m m k ee j?Jc m -t = 

3 . & Jft £ij 

(1) 2->f vi/f *-l-[[2'-(iH-fl5 
V — ji - 5 - >f ju ) t* 7 * - ji> - 4 _ ^ ^ ] ^ 

. f- ;u ] ~« y x" > ^ -/ - ju - 7 - * a ,f y H 

^'^^^ 1 0 mg 

(2) 4 / -> v h 1 0 0 mg 

(3) ^ ^ * * T ;u 3 - * 2 0 mg 

1 r y -f jv 1 3 0 mg 

(1), (2), (3)&£§ 2 K ft £ «fc 9 K N Jfl^ 
@ 7K ft ^ L „ t y ~7° ju icIfAtSo ± X II ii & 

asi « is t- n o 0 

2 - 7° a 4 is >- x' >f a ^' •/ — ;u 
O - 7 i - JU 'J t i y(2g)©7"p b" JU * jv b 
ii jv # ir - h ( 5 w!L ) © m ic @iF m ( 1 . 1 xg ) £ fa 

s 8 o°cT'3^Fai^< {ul/co ^ & «c m m 
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x f ;b i 7 f ^ ^ JOX. T , M V 0 7K h X Xf 7K T 

(1.54g,47%)^I/; 0 

§4 1 6 3 - 1 6 4 °C 
# # 2 

^ t\* 2 - t> Jl> # 4- •> - 3 - - h p ^: y y' 7 
- h 

3 - - h o 7 ^ ;u g$ ( 3 5 g)*Ii»(2 0m2) 

£ it i; x ^ y - ,p ( 3 0 0 mA ) <P N 2 4 B# p H ^Jp <g* if 

m m & m £ l . ^ a % & ^ 7 j< ( 7 0 0 «g ) 
& # s s^K^^^TtittiL^o w m m z 7]< m , 
mm* v * *7kmmtmt)m&ftm'&^ ?k m & m 
KTiftH, m<t * ? V y -effl m l /c o wit® 
^ 7K , n. & l . ii^§iu; 0 f# n /c m m 
&}(2 9 g, 7 4 %) & & mu^ *f ^ix m. 

'H-NMR(90MH Z) CDC!2 3 )5: 1. 4 3(3H, t), 
4.47(2H,q), 7.70(lH,t), 8.40(2H,d), 9.87(1 


H, br s) 

I R (Nujol)cm -1 : 1725, 1535, 1350, 1300, 
1270 

mmm s' 

x ju 2 - t - y h 4- ■> il !\y # — JV r » y - 
3 — — h p "S' >■ y ' T — h 

^ ^ ^ 2 - ii ji> # 4- •> - 3 - - h a ^ >• y T 
- H ( 2 3 . 9 g ) fc J; ±g ft ■* - ;u ( 1 2 «2 ) £ 

^ > -b* > ( i 5 o wo. ) * s 3 m m ua m m m. l fc 0 m 
m ie n l r m z n z> m t a y k c 2 6 g , ^ s ^ ) 

©Jg|b>f i^y(2 0rf)'/IS^7-/|bt h ? a 

(9.7 5 g ) © y 1 > f ;i/ ^ ^ A 7 * K ( D M F ) 

(2 0 m&)m&mizm l < l £-^t l /t 0 

^ l£ $K x-x^-^4-^^(3w2: 1 , 2 0 0 afi ) 
te«i^7K(2 5 0ae)tfr^*^. # i$L L /c 0 f^i 

£ t - 7' * y - ^ ( 2 0 0 ni. ) 5- m ffi £ i± , & # L 

^^b^l> Lf oSt*±!f T s ^ © f£ 2 B# fal JO j& 

(3 0 g ) * f# *: 0 
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1 H - N M R (90M H z, C D C fi 3 ) S : i. 40 (3H, t), 
1.53(9H,s), 4.43(2H,q), 7.23(lH,t), 8.03- 
8. 27(2H, m), 9. 70(1H, br s) 

I R (Neat)cm -1 : 3320, 2980, 1740, 1700, 1585, 
1 5 3 5, 1 5 0 0, 1 4 4 0, 1 3 7 5, 1 2 6 5, 1 1 5 5 

# m m 4 

T i y — 3 — — b a s< y y' t — b 

x f" J\y 2 - t - 7 h 4- > * ;U # - ;l r i / - 
3--Ho-<i/yT-h(20g)©-rh5h K a 

^ 7 y ( 5 0 mQ. ) : iU \& ^ 7K T < ii /l L ft £ 7k 
^ <t * h * a ( 6 0 % ?ft t£ , 2 . 8 g)^i^/; 0 
M ^ T 2 0 # F^ < /v L /c ft s 4 - ( 2 - f T 
/y.-z^^yy^yp ; K ( 1 8 g ) £/ J; 
■Mfcrt ? a (3 6 0 mg)£fln*.. 1 0 B# ^ ft] & jg 
L /c o i§ ^ £ S * L s 7K ( 2 5 0 n& ) J; Zf x - 
f^(2 0 0 sfi)T'|fitBL/: o Wilii £7fczfe, fE*£ 

* SK 6 0ra2)iig{b^ u ^ ( 4 0 «fi ) o ^ ?K <j: 
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ft f£ HI L , S$i:if;n-r;i/(2 0 OrfJ^jD 

& *@ i- ^ <t & m m n ( 2 2 . i g , 8 5 % ) aq# £ 

lfe,<£ 1 1 8 - 1 1 9 °C 

' H - N M R (9 0M H z, C D C fi 3 ) 6 : 1. 37 (3H, t), 
4.23(2H,s), 4. 3-7(2H,q), 6.37(lH,t), 7.33 — 
7. 83(9H, m), 7. 9 7 - 8. 2 0 ( 2 H, m) 

I R (Nujol)cm -1 : 3 28 0', 2 2 2 0, 1 6 9 0, 1 5 7 5, 
1530, 1480, 1450, 1255, 1125, 1105, 755 

# # m 5 

* ^ ;u 3-T^/-2-N-[(2 r -->r/ 
b" 7 x - ^ - 4 - -Y ;U ) ^ ^ ] T $ s s< y V T — 

* ? 2 - N - [ ( 2 ' - T / f 7 ^ - * - 
4 - -i * ■ ) / f- ^ ] T S y - 3 - ^. h d a: y >/ 7 _ 
Ml 0.4 g ) © i * / - ;u ( 5 0 wQ. ) ?g ic m it 
W - x X • 2 7K f D #3 ( 2 8 . 1 g ) * 7JP x. s 8 0 °C 
T'2Btr B 1^< L/: 0 ® ^ * a £ L , g£ x f- 
>n ^ f^(3 0 Orf)^jDx, *^T2 N - A-fr 
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-i v - ? 7K ( 5 0 0«2)£4>S-fofln*.A:o 7fc Jg £■ 

f# £ ft 5 'J ft f JU ft y A ^ a -7 h ^ 7 7 >f 

7 9 % ) * fc 0 
life ^ 1 0 4 - 1 0 5 °C 

■H-NMR(200MHz, CDCfi 3 )<5: 1. 3 3(3H, t), 
4. 2 3(2H, s), 4. 27 (2H, q), 6. 8 3 - 6. 9 3 ( 2 H, m) , 
7. 3 5 — 7. 5 5 ( 7 H, m), 7 . 6 4 ( 1 H, d t ) , 7.76(dd) 

I R (KBr)cm- 1 : ' 3 4 4 5, 3 3 5 0, 2 2 2 0, 1 68 0, 1 4 7 0, 
1280, 1240, 1185, 1160, 1070, 1050, 1020, 
80 5, 7 5 0 

mmm 6 

1 T & 1~[(2' — i^T/ b" 7 x - ;i/ - 4 - 
;u ) > ^ ;i/ ] - 2 - > h 4- y y x 4 i ? y - ;u 
- 7 - # ^ # * 7 — h 

* ;i/ 3-7 W-2-N-[(2'-^7/ 

t* 7 x - ;l/ - 4 - ^ ;l/ ) > f ] 7 * y ^< y y» T _ 
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I* ( 1 ., 1 g ) t j* ^ Tj- )V h ij )\, # j- — b (5 m£) 

<o m m k & m ( o . 2 g ) 2- m a N 8 0 °c t? 1 b# ^ 
^ < j* a, l /c o ^ j£ ?^ ^ ^ $g l t m z> ti § m * £ 

ftixf ^TibUL, S v * ?K £ if 7K T- & ft L 

/■Co *g ^ * a £ l t m 'h n m n * @^ i f- ,u - 

9 0%)^f|/: o 

Ifb^ 1 6 0 - 1 6 1 °C 

' H - N M R ( 2 0 0 M H z, C D C j2 3 ) c5 : 1. 2 3(3H, t), 
4.23(2H,q), 4.26(3H,s), 5.72(2H,s), 7.09(2 
H,d), 7.20(lH,t), 7. 38 - 7. 4 8 (4H, m), ' 7. 58- 
7. 66(2H, m), 7.7 3 - 7. 7 9 ( 2 H, m) 

I R (KBr) cm" 1 : 3000, 2220, 1725, 1560, 1465, 
1 4 4 0, 1 4 1 5, 1 2 8 5, 1 2 5 0, 1 2 2 0, 1 0 4 0, 7 6 0, 
750, 7 4 0 

# n m 7 

^ f- ^ 1~ [(2' — v'T / h' 7 a 4 - 

^ ) ^ ^ vl/ ] - 2 - ^ h 4- */ v X A X ? y' — ;u 
- 7 - ^ # 4- -> 7 — h 

^ ^ ^ 3-7; / -2-N-[(2'-i/77 
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b* 7 i — )V - 4 - >f ^ ) / ^ ,u ] T i y ^ i/ y T _ 
M 1 . 0 g)iif b 1j ju # j- — b (5 mH) 

vmm^mmco . 2 g)*i)Q7L^ 8 ott inn 
& < ti ^ l tz o s is *g * n l r m <*> ft & * 
m m x ^ ^ jc m m * ^ , a v ? ?k & ^ # ?k t- & 

- -5 y -tf y £ LTl6gg(0 . 7 9 g , 

69%)*||fc, 

S4 1 3 1 - 1 3 2 °C 

7C 31 # t>f fit C 2 6 H 2 3 N 3 O 3 t L T 

C (% ) H (% ) N (% ) 
It ^ fit : 7 3. 3 9 ; 5.45; 9.88 
Umm. : 7 3. 36 ; 5.42; 9. 83 

1 H - N M R (200M H z, C D C fi 3 ) 6 : 1. 24 (3H, t), 
1.49(3H,t), 4.24(2H,q). 4.68(2H, q), 5.72(2 
H,s), 7.10(2H,d), 7.19(lH,t), 7.38 - 7.4 6 (4 
H,m), 7. 5 6 - 7. 66 ( 2 H, m), 7 . 7 3 - 7 . 7 7 ( 2 H, m) 

I R (KBr)ctn - 1 : 2 2 2 0, 1 7 2 0, 1 5 50, 1 4 8 0, 1 4 3 0, 
1280, 1245, 1215, 1040, 760, 740 

# # m 8 
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^ * * 1 - [ ( 2 ' - <s r / fc- 7 A ~ ;u - 4 - 
-f f - 2 -/Dt^/^yxM ; ^ V - 

- 7 - ts to 4- -> 7 - h 

^ ;u 3-7W-2-N-[(2'-^7/ 

fcf 7 a — yi/ - 4 — -f yl/ ) J f- ;i/ ] r 5 ; y J- — 
M 0 . 9 g ) i 7° d h" A< yl/ h . # ;U .-J? ^ - h ( 5 ) 

© r£ @& ( 0 . 2 g ) £ fln x. N 8 0 °c -e l b# ^ 

< (u l/: 0 & f& m & mm l x m n & m z * 

^fi 1 ^ ,u ( c j$ $ # n j§ y -7 7K J; a' 7K -e zfc 

-^y-fe'y^^|||±|Lrifei s H B (0. 7 2 g , 

68%)^f!f:„ 

14 ,<£ 9 0 - 9 2 °C 

7C # Iff fit C 27 H 25 N 3 0 3 iLT 

C (%) H (%) N (%) 
Steffi : 7 3. 7 9 ; 5. 73 ; 9.5 6 
H &'Hif : 7 3.84; 5.79; 9. 54 

1 H-NMR(200MHz, C D Cfi 3 )5 : 1. 0i(3H, t), 
1. 25(3H, t), 1. 8 0 - 1. 9 7 ( 2 H, m), 4.24(2H,q), 
4.57(2H,q), 5.72(2H,s), 7.1i(2H,d), 7.19(1' 
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H, t)„ 7. 38 - 7. 4 6 ( 4H, m), 7. 56 — 7. 66(2 H, m), 
7. 7 3 - 7. 7 7 ( 2 H, m) 
I R (KBr) cm" 1 : 2220, 1725, 1550, 1480, 1460, 
1 4 3 0, 1 37 0, 1 2 80, 1 2 4 5, 1 2 1 0, 1 1 1 5, 1 0 4 0, 
7 6 0, 7 5 0, 7 4 0 

# m m 9 

^ * * 1 - [ ( 2 " - •> T / b- 7 ^ - JV - 4 - 

-f ;b ) > f ] - 2 - / 7° F ^ ^ $ ^" V - 

^ - 7 - ^ tH 4- -> 7 — h 

x ,u 3-7«y-2-[(2'-->7 / t*7x 
- ;u - 4 - 4 jv ) / -f- ji ] t* ; / y y* t — h- ( 5 . 
6 g ) <fc O — . x f- ;|/ i? f- # jf? ^ — f. # y a 

( 7 . 3 g)£x*y-,i,(5 0 m2 ) * , 8 B# Ph^O 

t'pH3-4iU: 0 #T fcB L /c M J| £ 6 IX L . x 

* ✓ - ^ £ *§ g L T ft fefS H ( 5 . 0 g . 8 0 

% ) £ f# /c o 

ife ,<£ 2 2 5 - 2 2 7 °C 

1 H - N M R ( 2 0 0 M H z, D M S O - d 8 ) (5 : 1.08(3 
H,t), 4.12(2H,q), 5. 9 0 ( 2 H , br s), 7.08(2H, 


-45- 


d), 7.27(iH,t), 7. 38 - 7. 5 9 (6H, m), 7.76(lH, 
dt), 7. 92(1H, dd) 
I R (KBr)cm -1 : 2210, 1720, 1460, 1440, 1420, 
1 37 5, 1 3 3 5, 1 2 6 5, 1 1 8 0, 1 1 3 5, 1 1 1 5, 1 1 0 0, 
9 8 5, 7 6 0, 7 4 0 
1 0 

> f >\* 2-[(2 , -'>7 / b'7x-^)>f ;H 
T ^ / — 3 — — Y- u ^< y y t — V 

n — ^ + y ~e ffcffit L tz 7k M it f- h y v a ( 6 0 
% Ml 14 , 1 . 6 2 g)CMeOH(5 0 ) te i y' ^ f 
^ 2 - [ ( 2 ' - •> T / t* 7 * - ;u ) / f- ;u ] r 5 
/ - 3 - - h a > -/ r - h(5 g)^DDX.Tig 

-c i a mm w l /-c o k s ^ $ * at *s l t ^ £ n 

%k £ * . IS fa S V 9 7j< ( 1 0 0 ag ) K * ft s * p a 

^•Bf* a H 0 tt^i6|* H a B (3. 9 8 g , 8 3 % ) £ 
(If o 

1 0 6 - 1 0 8 °C 
1 H - N M R (200M H z, C D C & 3 ) 5 : 3. 81 (3H, s), 


3. 97(2H, br s), 4.23(2H,s), 6. 4 0 ( 1 H, br s ) , 
6. 88- 6. 9i(2H, tn), 7. 34 — 7. 55(7H, m), 7.65(1 
H, dt, J = 1. 2, 7. 7 Hz), 7. 77 (1H, dd, J= 1. 4, 8. 0 
Hz) 

I R (KBr) cm" 1 : 34 1 0, 3 3 50, 2 2 2 5, 1 6 9 5, 1 4 8 5, 
1 4 7 0, 1 2 9 0, 1 2 0 0, 7 8 0, 7 6 0 

mmm 1 1 

* ^ ^ 1 ~ 1(2' — ->T/ b: 7 ~ JU — 4 — 

1 fr)j*TJi']-2-=- b + x' $ y y" - ju 

- 7 - ii 1 & # 4- > 7 - h 

3-7 ; / -2-N-[(2'-->7/ 
t* 7 * - ;i/ - 4 - jv ) ^ f- ^ ] r $ / ^ y y r - 
M 2 . 0 3 g ) £ x 7 /v * b ft ju # i- — b ( 5 2b2 ) 
© K @^ m ( 0 . 3 7 g ) £ fln i , 8 O'CT 1 B# 

£ f£ St ^ f- ju (c j§ ft? $ a N S y ^7 7 K ck t/ 7K T 

, U _ ^ y 4£ y £ n £± B L T ^ fe |± B ( g _ q j g ^ 
8 6 % ) £ f# o 

S* 1 6 8 . 5 - 1 6 9 . 5 °C 
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5c m# m m 

C (%). H (%) N (%) 
I+^fil : 7 2.9 8; 5. 14 ; 10.21 
^MiB. : 7 2.71; 5.12; 9.97 

1 H - N M R ( 2 0 0 M H z, C D C <2 3 ) 5 : 1. 42 (3H, t, 
J= 7. 1Hz), 3. 7 1(3H, s), 4. 63(2H, q, J = 7. 1Hz), 
5.59(2H,s), 7. 09(2H, d, J= 8. 4Hz), 7.20(lH,t, 
J= 7. 9 Hz.), 7. 4 5 - 7. 5 9 ( 5 H, m), 7 . 6 9 - 7 . 8 0 ( 2 H, 
m), 7. 92(1H, dd, J = 1. 4, 7. 8Hz) 

I R (KBr) cm - 1 : 2 2 2 5, 1 7 2 5, 1 5 5 0, 1 4 8 0, 1 4 3 0, 
1350, 1280, 1250, 1040, 760, 750 

mmm 1 2 

J ^ ;i/ 2-[(2 < ->-Tyb-7^^;u-4- 

■i K ) ^ v V T — h 

3-r $ y-2-[(2'-v-r / e 7 a. 
- ;u - 4 - ^ a, ) /. ^ ^ ] T 5 / ^ ^ y T _ h ( 1 . 

6 1 g),xf ;M Vf t^7t - K1.5rf),fc 
J: x ^ y - ^ ( 1 «fi)©zi^^*^S-e3 Uf&fr 
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-A + f lt, Iffel* a H B (1.9 2 

g, 9 1 %)^flf; 0 

S4 1 0 8 - 1 1 0 °C 

1 H - N M R (200 M H z, C D C fi 3 ) 5 : 1. 15(3H, t), 
1.40(311,1), 3. 5 0 - 3. 7 0 ( 2 H, br s), 4.37(2H,q) 
, 4.56(2H,d), 6.07(iH,t), 6.78(lH ; t), 7.19 
- 7. 24(1H, m), 7. 3 8 - 7. 5 3 ( 6H, m), 7.63(lH,dt) 
, 7. 7 2 - 7. 7 6 C1H, m), 7.99(lH,dd), 8.29(lH, 
b r s ) 

I R (KBr) c m~ 1 : 3 3 7 5, .3 3 2 0, 3 1 5 0, 2 9 7 5, 2 2 2 0, 
1 7 4 0, 1 6 8 0, 1 5 4 0, 1 5 1 0, 1 4 5 0, 1 3 0 0, 1 2 2 5, 
1180, 1150, 760, 750 
1 3 

^ T >\> 2 -[(2 r - ->7 7 b'7 x - - 4 - 
4 ;u ) / T jv ] r * / - 3 - ( 3 - y° p h° jv ^ * Q 
U -j K ) ^ V '/ T — h 

#^I^J l 2 i^iiil Ltxf 3_ T iy_ 

2-[(2'-/7y fc* 7 y. - ;u - 4 - ^ ) * f- ^ ] 
7 ; / ^^/7 - K1.6 g),7'D f;M Vf t 
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! 


-> r -y - v ( i . 5 m& ) te £ z? ^ 9 / - >\> ( l mi ) ^ 

"is gfi^Cif fey 7 v 7° ( 2 . 0 g , 9 8 % ) £ 

tip o 

1 H - N M R (200M H z, C D C fi 3 ) 5 : 0. 88 (3H, t), 
.1. 4 0 (3H, t), 1. 4 8 - 1. 6 7 ( 2 H, m), 3. 4 2 - 3. 68 (2 
H, br s), 4.37(2H, q), 4.56(2H,d), 6. 13(1H, t) 
. 6.78(lH,t), 7. 21- 7. 25(1H, m), 7.36-7.53 
(6H,m), 7. 64(1H, dt), 7. 73 — 7. 77(iH, m), 7.9 
9(LH, dd), 8. 2 0 - 8. 4 0 ( 1 H, br s) 

I R (Neat)cm- 1 : 3 3 2 5, 3 1 7 5, 2 9 6 0, 2 9 3 0, 2 8 7 5, 
2220, 1710, 1690, 1590, 1475, 1360, 1175, 
1140, 1090, 1020, 760 

mmm 1 4 

^ * * 1 - [ ( 2 ' - ■> T / b" y j. - ;p - 4 - 
) > f ;U ] - 2 - x f ;^ 7 ; / ^ ^ x' 4 - a ^- y - 
- J]y - 7 - # )V 4- -> 7 - h 

^ ^ ^ 2-[(2'-'>7/ t'7x-^-4- 
4j\s)/^)V~\Ti;-3-(^i-j\si-7kvi''i K) 
^>Vr - h(l. 8 g ) © * * ✓ - ^ ( 5 0 jni)m 
m J: -5 f t * f- ^ ( 4 . 5 g ) * to x. s l 2 0# fH! to 
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m M Wt L tz o Ik Jo 1 N - ifi 8K 6 0 ^ ) £ ft] *. 
£ ffi •? 3 0 # ^ < «± /v L & . IHKlLfc, 

-e zfc L , lEiLfCo it ^ * @ £ L . SI * * 

* 7 -y y° ( 0 . 9 6 g , 5 8 %)&'&tz 0 
'H-NMR( 2 0 0 MHz,CDCi2,)5: 1. 2 3(6H, t), 
3. 4 8 - 3. 6 2 ( 2 H, m), 4.09(lH,t), 4.23(2H,q), 
5.57(2H,s), 7.15(iH,t), 7.25(2H,d), 7.4 0 — 
7 . 7 7 ( 8 H , m ) 

I R (Neat)cm -1 : 3 4 0 0, 3 2 2 5, 2 9 7 5, 2 9 3 0, 2 2 1 0, 
1 7 1 0, 1 6 1 0, 1 5 7 0, 1 48 0, 1 4 2 5, 1 3 65, 1 32 0, 
1270, 1250, 1210, 1130, 1100, 1060, 770, 
750 

^ f- * 1 - [ ( 2 ' - •> T / h" 7 j. =- ji - 4 - 
4 7U ) y ^ jv ] - 2 - 7° p fc° 7t/ t ^ / ^^x'^ * ? 
y" — ;i/ - 7 - 73 ;i/ 4- -> 7 — h 

I^W 1 4 £ |hJ tf L T x -f 71/ 2 - [ ( 2 ' - 
r y t* y * - ;i/ - 4 - ^ 7i/ ) y 7i/ ] t ^ y - 3 
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K ) ^ y v r - h ( 2 . 

0 g ) fe J: 0 s ' ck -5 ft * f- ( 4 . 8 g ) <D x ^ / - ,u 
(5 0 »2 ) r§ ^ £ . @WU4Sfti'7 -y y ( l . 2 
g, 6 5%)t LT||/; 0 

1 H - N M R (200M H z, C D C fi 3 ) <5 : 0. 87 (3H, t), 

1.25(6H,t), 1. 5 2 - 1. 7 0 ( 2 H, m), 3. 42— 3. 5 2(2 
H, m), 4.12(lH,t), 4.25(2H,q), 5.58(2H,s), 
7. 16(1H, t), 7. 29(2H, d), 7. 41- 7. 78(8H, m) 
I R (Neat) cm" 1 : 3400, 3250, 2975, 2950, 2890, 
2 2 2 5, 1 7 1 5, 1 6 2 0, 1 5 9 0, 1 5 7 0, 1 4 8 0, 1 4 3 0, 
1 3 7 0, 1 2 8 5, 1 2 5 0, 1 2 2 0, . 1 1 3 5, 1 0 7 0, 7 6 0 
Hfifcffl 1 

*T JU 2-x.h + ->-l-[[ 2 --(lH-f 
h 7 V' — JU - 5 - 4 ) b" 7 3. JV - 4 - >f JU] J 

f- >\y ] ^ y x '4 i y v - - 7 - iJ sis 4- y 7 - 

^ f 1 ^ l-[(2'-*>ryf7*-^-4- 

- 7 - # ;w # * * 7 - h ( 0 . 7 g ) fc ck t 

h V ^f^x x'(o. 7 g ) & h ^ x > ( i. 5 ^ ) 4j s 
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iz t ? / - ;v ( 2 0 m& ) fc «t 1 N - i& Wt ( 1 0 ) 
*ftJtTlST?3 0^Fb1^< I^L^o 1 N - ii 

■b ^ v - ^ 7K u- p h 3 ~ 4 fi ^ l /c it . m m z 

li S £ 7K & , f£ *ll L f£ N i^i^^J LtfHft 

5 7 y 7° £r •> 'j * Y )\y ft y A ? a V Y ? ? J 4 

-T-f|lLT^ a B B *f#/; 0 0= |t x ^ - ^ -<£ y 
^ bSfaeli LlSfeSaKO , 3 5 g, 4 5 % ) * f# 

§* & 1 5 8 - 1 5 9 °C 

7G # $Ff fit C 26 H 2 + N e 0 3 i:LT 

C (%)' H (%) N (%) 
ft 3? fit-: 66. 6 5 ; 5. 16 ; 17. 94 
M ft'Jfil : 66.61; 5.05; 17. 84 

'H-NMR(200MHz, CDCfi 3 )c5 : 1. 0 9(3H, t) 
1.43(3H,t), 4.02(2H,q), 4.30(2H,q), 5.57(2 
H,s), 6.71(2H,d), 6. 83 - 6. 9 6 (4H, m), 7.27- 
7.31(lH,m), 7. 40(1H, dd), 7. 55 — 7. 6 6 ( 2 H, m) , 
8. 0 4 - 8. 09(1H, m) 
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rR(KBr)cm- 1 : 1720, 1605, 1540, 1470, 1430, 
1250, 1040, 750 

m. m m 2 

2 - * h * - 1 - [ [ 2 ' - ( 1 H — -r V 7 V- 

& - 5 - 4 >\s ) b" 7 ^ - Jl • - 4 - ^ n, ] ^ ] ^ 

> X ; y v" - ;u - 7 - a ^ zK > j% 

* * ,u 2-xK->-i-[[ 2 '-(iH-f 

H V - ^ - 5 - -f ^) t' 7 x - ;t/ - 4 - ^ 

f- ^ ] -< y x ■< x y y - ;v - 7 - * ;i/ # + >> 5 - 
M 0 . 2 4 g ) £ 1 N - -tr y - ^ 7K ( 1 . 5 ) 
£ ^ i; x * / - jv ( 4 Md ) t£ % 8 0 °C T 1 B# K JE 

^ cr> ^ * m ii l s ^ * ^ 7K fc ^ o* @£ x 

f- ^ T* fi& £B L o 7K S £ 1 N - ig gfc -e p H 3 ~ 4 

bBiF B LTlife|± a B 0 (O. 1 5 g , 6 7 %)£?#/c 0 
14 1 8 3 - 1 8 5 °C 

TC^^tFffg C 2+ H 20 N e O 3 • 1/5H 2 O t L T 


C (%) 


H (%) 


N (% ) 


64.91 ; 


4. 63 ; 


18. 93 


Mfflm : 


65. 04 ; 


4.51; 


18. 77 
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'H - NM R ( 2 0 0MHz, D M S O - d e ) 5 : 1.38(3 
H, t), 4.58(2H,q), 5.63(2H,s), 6.97(4H,q), 
7.17(lH,t), 7. 4 7 - 7. 68 ( 6H, m) 

I R (KBr) cm" 1 : 1 7 1 0,. 1 5 5 0, 1 480, 1 4 3 0, 1 2 8 0, 
1240, 1040, 760 

^ m ffl 3 

*T » 2-7'd^-/-1-[[2 , -(1H- 
•r h 7 '/ - ;i/ - 5 - ^ ) k' 7 x - ;^ - 4 - -f ji ] 

* ^ JU ] ^ > X *j i ? V - JU - 7 - fj JU rji + •> 7 

- h 

^ ^ l-[(2'->-T/t*7*-^-4- 

;p - 7 - # ^ * * v" 7 - M0.6 9 g ) fc ck T 
•^^t h 'J * ^ x X ( 0 . 7 g ) * h jv y ( 1 5 «e ) 
* . 4 H Pel fla m M m L /c 0 Ew£ £ z£ £§ IE HI L . 
&gfc*fi/-fr(2 0 «fi ) te J: 1 N - i£ g£ 
( 1 0 wM. ) * fln /t , Ifit 3 0 # dfl fr. < l±^ Ltz 0 
1 N — # -tr -I y - ? 7 K 7? p H 3 - 4 m m L /c ft . 

m m & a £ l „ n D.t>;i/A-7KffflaiL 

7K , & l tz m , m m * a £ l t m z n %> 
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-> "7 y 7° £r is >j il Y )V f] -7 A ? a v b 2° y y J — 

tefeMUCo . 3 1 g , 4 3 %)£f#fc c 

14 1 5 7 - 1 5 9 °C 

7i; Us 5HJt fit C 27 H 2e N e 0 3 iLT 

C (%) H (%) N (%) 
It^ffi : 6 7.21; 5. 43 ; 17/4 2 
: 6 7. 2 6 ; 5. 45 ; . 17. 28 

'H-NMR( 200 MH Z ,CDC2 3 )5: 1. 0 3(3H, t) 
1.13(3H,t), 1. 7 5 - 1. 9 2 ( 2 H, m), 4.05(2H,q), 
4.23(2H,q), 5.57(2H,s), 6.75(2H,d), 6.90(2 
H,d), 6.96(2H,d), 7. 2 8 - 7. 3 3 ( 1 H, m) , 7.39- 
7. 44(2H, m), 7 . 5 7 - 7 . 6 2 ( 2 H, m) , 8.07-8.11(1 
H, m) 

I R (KBr) cm - 1 : 1 7 2 0, 1 54 0, 1 4 7 0, 1 4 3 0, 1 2 8 0, 

1 2 5 , 0, 1 1 3 0, 1 0 2 0, 7 5 0 

2 - 7° a # 4- •> - 1 - [ [ 2 ' - ( 1 H - x h 7 V" 
— JU - 5 - <j ) fc* ~7 j. — )\y - 4 - -i >\s ] / f" ^ ] 

^ v X' >f ^ ^" y" — ;t/ - 7 - t) ji tf' ^ If 
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*T ju 2-^b*+<> - 1 - [[2'-(l H- 
r- h v v" - jv - 5 - 4 ju ) t* 7 * - ;b - 4 - J[ jis ] 
^ f ;H ^ > ; / V - ;u - 7 - ij ,\s # 4. -> ^ 
- K0.2 3 g ) £ 1 N - * -b y - y 7 K ( 1 . 5 
<s; is ^ ? / - jv ( 4 ) * N 8 0 °C -c 2 B# ^ 
S C» $ i± o S EE * z£ $| L . m £ £ 7K fe J; o' 
It^f ^-CifcBLf; 0 7K € £ 1 N -iS^T'pH 3 
~ 4 t L N tff tB L a £ S^F St x ^ - > 9 ; - 
^^^!* a H B LT«feg B H B (0. l 5 g , 6 9 % ) & 

flp o 

ife & 1 7 4 - 1 7 5 °C 

TC^^Ifia C 25 H 22 N e 0 3 - 0 . 3 H 2 O £ L T 
C (% ) H (% ) N (% ) 
It ^MS : 6 5.2 9 ; 4.95; 18. 2 7 
M : Mi$. : 6 5.41; 4. 92 ; 18. 2 0 

1 H - N M R ( 2 0 0 M H z, D M S O - de) 5 : 0.92(3 
H,t), 1. 7 0 - 1. 87 ( 2H, m), 4.47 (2H, q), 5.63(2 
H,s), 6.96(4H,dd), 7.16(lH,.t), 7.4 2 - 7.6 7 (6 
H, m) 

I R (KBr)cm -1 : 1700, 1550, 1430, 1290, 1240, 
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765 
H M ffl 5 

* T * 2 — *)\/-h~7\- — 1 — ['[2' — (1 H — 
f- b 7 v" — ju - 5 - 4 j\y ) b" y j. — ;u - 4 - ^ ;t, ] 

^ if- /I/ ] ^; > X' >f * ^ V" - ;U - 7 - # jj, # Jr ^ ^ 
- h 

* T » [ 1 - ( 2 ' - •> T / t* 7 * - )\y - 4 - 

) / f a ] - 2 - > ^ .* 7' F y i y y - 
^ - 7 - * ;b * 4- •> 7 - h ( 4 . 1 g ) t T •>* ft h 
'.; / f- ;u x X' ( 8 . 0 g ) 0 h * x y ( i 00rf)i§ 
'^4 0 Pel 3& M oft L f: Q j§ $g <& @ £ L N m £ £ 

m m m ( 2 ^ ) t * 9 / - ^ c 2 0 «2 ) © m m *p m u 

"C 2 0 ^ fsl ^ < \t A, L tz 0 1 N - # -tr V - ? 7k 
£ DU Z. X p H 4 fl m. t L ft x iixf ;i,xxf 

Sf B Lti6^ B B B(5.0 g , 8 9 % ) £ f# 0 
84 2 6 3 - 2 6 4 °C(^i) 

7U ^ ^ Iff fit C 2 *H 2 oN 8 0 2 S-l/2H 2 OiLT 
C (%) H (%) N (%) 


-58- 


at IS fig : 61. 92 ; 4. 55 ; 18. 05 
M ; M{\£ : 61.99; 4. 30 ; 17.86 

l H-NMR(200MHz,DMSO-de)<5: 1.10(3 
H,t), 4.09(2H,q), 5. 82(2H, br s), 6.87(2H,d) 
, 7.00(2H,d), 7.26(lH,t), 7. 37 - 7. 69 (6H, m) 

I . R (KBr) cm - 1 : 1 7 2 0, 1 4 6 0, 1 4 4 0, 1 3 6 5, 1 3 4 0, 
1260, 1180, 1145, 1150, 1100, 990, 745 

n m ffl 6 

^ ^ >\y 2 J >f^f;j--l-[[2 , -(lH- 
•r Y 7 v" - ju - 5 - ^ j\, ) b- 7 j. - ju - 4 - j ^ ] 

^^]^>X'-f ; y V - ;U - 7 - # JU # 4- -> 7 

- h 

x. 7 jv 2 - * ju Ji 7° b - 1 - . [ [ 2 ' - ( 1 H - 

r- V =7 v" — - 5 - ^ ju ) h" y * - jv - 4 - ^ ju ] 

> ;i/ ] ^ >- ^ i ? y — - 7 - ft ji, # * 7 

- I- (0. 6 8 g ) <D 1 N - ii -fe W y - ^ ^ $ ( 3 . 

^^(0.2 4 g ) £ in x. . ISt2NfP B 1^< 
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B a B LTife7"'jx'A^ B (o.3 1 g , 4 4 % ) * ft 0 
Bfe/S 2 0 7 - 2 0 8 °C (#8? ) 

Ttl & # #f fit C 2 5 H 2 2 N, e O 2 S <t Lr 

C (%) H (%) N (%) 
It ^ fit : 6 3.81; 4. 71 ; 17,86" 
^I'Jffi : 6 3. 55 ; 4. 81 ; ' 17.50 
1 H - N M R ( 2 0 0 M H z, DMS O - d e ) 5 : 1.13(3 
H, t), 2. 77(3H, s), 4. 14(2H, q), 5. 62(2H, s), 
6.84(2H, d), 7.02(2H,d), 7.26(lH,t), 7.46- 
7. 70(5H, m) 

I R (KBr) cm - 1 : 1705, 1480, 1450, 1420, 1360, 
1 3 4 0, 1 2 7 5, 1 2 5 5, 1 1 9 0, 1 1 4 0, 1 1 0 0, 1 0 2 5, 
990, 770, 750 

m m m 7 

x f- ju ^ - 1 - [[2 , -(l H- 

•r h 7 V" - ;l/ - 5 - ^ ^ ) 7 x - - 4 - ^ ;i/ ] 
> f- ^1/ ] ^ V 7T >f * ^ V - ;u - 7 - # ;l/ 4- 7 
- h 

^ ^ )U 2 - * t> 7° h - 1 - [ [ 2 ' - ( 1 H - 
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X y '/ - )\y - 5 - -i )V ) t* 7 ^ ^ - 4 _ y( , u ] 
^ f ^J'O / V" - ;U - 7 - -h }\y 4- > 5 

- H ( 0 . 9 1 g ) o l N — ^? -tr y - y 7 K ^ rt£ ( 4 

^ ( 0 . 3 4 g ) £ ft] X. . M S T? 4 B$ H3 < A, L 

f£ II * 6 IK L 7t ft . ■> # y j\s ts y A ? a -? h 

^ 7 y a - -t? .? i il/:„ ^ n 7t M H £ §1^ g£ x -5- 

;l/X7f ^^bff^g.LTife^'J t; a n ( o . 5 
5 g , 5 7 % ) ^ fi /; o 

14 * 1 5 3 - 1 5 4 °C 

7C ^ 53- At M C 28 HhN 6 0 2 S i Lt 

C (%) H (%) N (%) 
It W fit : 64.44; 4.99; 17.34 
%M\U : 64.37; 5.05; 17.20 

1 H - N M R ( 2 0 0 M H z, C D C <2 3 ) <5 : 1. 19(3H, t), 
1.37(3H, t), 3.20(2H, q), 4. 12(2H, q), 5.67(2 
H,s), 6.75(2H,d), 6. 92(2H, d), 7.05(lH,t), 
7. 2 6 - 7. 34 ( 2H, m)', 7 . 5 0 ( 1 H, dd) , 7.53 - 7.63(2 
H, m), 8. 05- 8. 11(1H, m) 
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I R (KBr) cm - 1 : 1 7 1 5, 1 4 5 0, 1 4 2 0, 1 3 6 5, 1 3 4 5, 
1 2 8 0, 1 2 6 0, 1 1 9 5, 1 1 4 5, 1 1 1 0, 1 0 3 5, 1 0 1 5, 
990, 760, 745 

m m m 8 

T 2 - 7° d h° ;^ f ^ - 1 - [ [ 2 ' - (1 

H-f h7'/-;i/-5--f^) b" 7 j, - ;u - 4 - 

4- •> 7 - h 

^ ^ 2 - / ^ 7J 7° V - " 1 - [ [ 2 ' - ( 1 H 

;u ] / -7- ] ^ > x" * ^ v — ^i/ - 7 - 4. 

f 5 - h (0.9 1 g) ©1 N - A-b^ y-y' 7 J< 
i£ (4.0^) £ ^ x ^ / - ju ( 1 3 ^ ) 
i!cJ:^{l:7 a Df;i, ( 0 . 3 7 g ) & fin m. M T~ 

5Bfr B i{trn/; 0 s is & k # *g m & m *. . P h 4 

jv ti ? i± ? u h^77^-TiIL/: 0 

i^tlf;| B Uft|if ^nxf/b . 4- U- ^ ^ 

^^^11167*!] x' A| ( 0 . 4 g , 4 0%) 
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1 7 7 - 1 7 8 °C ( # ft? ) 
7G It II C 27 H 26 N e 0 2 S£LT 

C (%) H (%) N (%)■ 

It IT fit : 6 5 . 0 4 ; 5.26; 16.85 
H *J fit : 6 4 . 8 8 ; 5.25; 16.78 
' H - N M R ( 2 0 0MHz, CDC0 3 ) <5 : 1. 04 (3H, t), 
1.19(3H,t), 1. 76(2H, m), 3. 18(2H,t), 4.12 
(2H,q), 5.69(2H,s), 6.75(2H,d), 6. 93(2H,d), 
7.05(iH,t), 7. 27-7. 34(2H, m), 7 . 5 0 ( 1 H, dd ) , 
7. 54 -7. 6 3 ( 2 H, m), 8. 07-8. 12(lH, m) 
IR (KBr) cm"': 1715, 1450, 14 20, 1380, 
1 3 6 5, 1 3 5 0, 1 2 8 0, 1 2 6 0, 1 1 9 0, 1 1 4 5, 1 0 3 5, 
1 0 2 0, 9 9 0, 7 6 0, 7 4 5 

m m n 9 

2-*T [ 12' - ( 1 H - -r h 
y V' - )V - 5 - >f )V ) b* 7 ^ - )V - 4 - <j ;t/ ] ^ 

i ^ 71/ 2->f 1 ^^^-i - [ [ 2 ' - ( 1 H 
- -r h 7 7 - ^ - 5 - -i ^ ) t* 7 * — ;l/ - 4 - ^ 
;i/ ] ^ -3 1 ;i/ ] >- x ^ * ? V — - 7 — # ;u rK 4- 
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*> 7 ~ f* ( 0 . 2 g ) ^ 1 N-A-fe/f V-/7KiS 
tf£ ( 1 . 3 nd ) '£ # 0> * / - ;u ( 5 *2 ) *g $ * . 
2 St HS1 flQ il WL L o f& J# @£ £ X p H 4 H jft 

t l r ijt m l /c m n & m m l n m m * * * x x ^ 

^ •4-U-i'frt>|?££JiLT. ^ b"! ( 0 . 1 

7 g , 8 1 % ) £ f# tz o 

84 2 2 3 - 2 2 5 °C (5)1?) 

7C5£##rfiI C n H 18 N 6 0 2 S • 1/2C + H e 0 2 

C (%) H (%) N (%) 

itll : 6 1 . 7 2 ; 4.56; 17.27 
ifl'JIi: 6 1.5 9; 4.54; 17.54 
l H-NMR (200MHz, DMSO-de) <5 :2.75(3H, s), 
5.76(2H,s), 6.88(2H,d), 7,01(2H,d), 7.25 
(1H, t), 7. 47 -7. 6 6 ( 5H, m), 7.82(lH,d) 
IR ( K B r ) cm" 1 : 1710, 1485, 1450, 1420, 
1 3 7 0, 1 34 5, 1 3 2 0, 1 280, 1 2 4 5, 1 1 9 5, 1 1 5 0, 
990, 780, 760 

mmm i o 

2-*? [ 12' ~ ( 1 H - -r h 
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■7 V ' — - 5 : — <j JU ) b' 7 x - ;l/ - 4 - ] > 

f 1 ^1/ ] ^ >- X' j j ? V — jU - 7 - jj ji, # y 

ft 

j: f- ;u 2-xf * - 1 - [ [ 2 ' - ( 1 H 
- -r h 7 V — Jls - 5 - 4 Jls ) t' 7 x - A - 4 - /f 
^ ] * ;i/ ] -s- >• x' 5 ? y' — yi/ - 7 - # vi/ rK 4- 
> 5 - h ( 0 . 3 5 g ) £ 1 N - 77 -fe >f y - ^ 7 K 
,<->. ( 2 . 2 m& ) £ £ tr > 9 / - » ( 7 ) ; jg 

* . 2 E| P^Sp & il jft L /-c 0 ^/-;^@JL, 
1 N - ^ i f p H 3 - 4 If f i L f T til L /; $S S B S 

MM fa L t m&m S(0.21g, 64%)^i/: 0 

S4 * 2 0 9 - 2 1 0 °C (5}|?) 

7C & # tff fil C !t H 2 „N 6 O z S t It 

C (%) H (%) N (%) 

^tn Itlf fit : 6 3 . 1 4 ; 4.42; 18.41 

*SII: 6 2.8 9 ; 4.35; 18.15 
1 H - N M R ( 2 0 0MHz, DMSO-de) S : 1. 39 (3H, t), 
3.36(2H,q), 5.76(2H,s), 6.87(2H,d), 7.01 
(2H,d), 7.25(lH,t), 7. 4 7 -7. 6 9 ( 5H, m), 7.82 
(1H, dd) 
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IR (KBr) cm" 1 : 1 69 5, 1 4 50, 1 4 1 5, 1 35 0, 
1 2 7 5, 1 2 2 5, 1 1 9 0, 1 1 8 0, 1 1 4 5, 7 5 5, 74 0 
1 1 

b';l/f t - 1 - [ 12'- (lH-f 
h 7 v" - to - 5 - -i to ) b' y s. - to - 4 - 4 )v ] 
> ;l/ ] ^ y X ^ $ ^" ■/ — to - 7 - j] to # 

f- to 2 - y° & f ^ f- * - i - ' [ [ 2 ' - ( 1 H 

- -r h 7 v' — to - 5 - 4 to ) t* 7 - to - 4 - ^ 
to] * ^ to] s X 4 X v — to - 7 - ti to 4- 
•> 7 - h ( 0 . 2 5 g ) £ 1 N - -h -te W v - 7K 

7^ rt£ ( 1 . 5 nd ) £ £ i; > ^ / - ^ ( 5 a2 ) . 

2 Q# HfJ fln m M -(Tit L o ^y-;^giL, IN 

f B (0.2 1g, 9 1 % ) * f# 7-c o 
B6 j£ 2 2 2 - 2 2 3°C (^i) 
7C ?Jt # *Jf fil C 2S H 21 N 6 0 2 S £ L X 

N (%) 

17.90 
17.59 


C (%) H (%) 

1+ SI fit : 6 3 . 9 5 ; 4.51 
H M'J fit : 6 3 . 7 8 ; 4.85 
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1 H - N M R ( 2 0 0 MHz, DMSO-de) «5 : 0. 9 9(3H, t), 
1. 67-1. 85(2H, m), 3. 35(2H, t), 5. 7 7(2H, s), 
6.87(2H,d), 7.0l(2H,d), 7.25(lH,t), 7.46- 
7.70(5H,m), 7.82(lH,dd) 

I R(K B r )c m' 1 : 1 700, 1450, 1280, 1240, 
1 1 9 5, 1 1 4 5, 7 5 5, 7 4 0 

umm 1 2 

2-^p^^-1- [ [ 2 ' - ( 1 H - f h 
-7 V' — ;u - 5 - ^ ju ) b" 7 ^ — /u - 4 - -f j\s ] ^ 
^ ;l/ ] ^ >- x 4 \ ? y" - jy 

2 - 7° n ,f + y y X' $ y y' - j], (0.7 1 
g) ODMF (l 0 «2). ^^^7K^TJt^ L 
£ 7K m -ft ± h * a ( 6 0 % t£ , 0 . 2 4 g ) £ 
Sn x. . 2 0 # ffl m W L 0 N-h'j7x-;Mf 
^ - 5 - [ 2 - ( 4 - 7' □ * > f t* 7 x - ;i/ ) ] 
7- h ? v' - jv ( 2 . 3 g ) £ So 7L „ ^ zg -e 5 B# 
IK # L tz o S m kz. 7K * 1)W 7L . & x f- ^ x x 
-r^-eiflfflLfeo *f « « * * Bfe , £ft&»fl3&@ 

l ?t o n m & * ? / - * ( 5 o «e > icifisst, 

1 (1 5 £ 7J0 x. . 6 O°CT2 0|^fI 
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W L tz o ^ J£w£ £ ji§ £i L T 7j< (1 5 Ml ) <£ t>* ff£ 
| i f ^ x ^ f ^ ( 1 5?i) £flnx.s 1 N - tj -te 
y - 9' 7]< -e r ^ ij ijftiL m 53- ^ L /-c 0 7K « 

* ^ a r- fa m l N w ^ e ^ 7j< , g , $i ie d 

L/: c H St £ •> II * y )V ij -7 ^ ^ o -7 h -7 7 j 

-^/-^^bieSLtlfe^g (0.58 

g , 35%) ^f|f; 0 

14 ^ 177-1 79 °C (#8?) 

7C ^ 55" tFf fit CuHnNeOHt 

C (%) H (%) N (%) 

ItHfil : 7 0.2 3 ; 5.40; 2 0.47 
: 6 9.9 3 ; 5.43; 20.22 
1 H — N M R ( 2 0 0 MH2, DMS0-d 8 ) 5 : 0. 9 5(3H, t), 
1. 7 0 - 1, 88(2H, m), 4.46(2H,t), 5.23(2H,s), 
7. 04-7. 10(4H, m), 7.20(2H,d), 7.38-7.43 
(2H, m), 7. 48-7. 70(4H, m) 
IR(KBr)cm- 1 :1540, 153 5, 1485, 1475, 
1 4 5 0, 1 4 2 5, 1 38 5, 1 2 8 5, 1 2 7 0, 1 0 4 0, 9 8 0, 
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7 5 5, 7 4 5 

I1M 1 3 

* 1- jv 2-xf^->-i - [ [2-- (ih 

- f h v V — )V - 5 - 4 Jl* ) b" 7 j. - ;i/ - 4 - ^ 
;U ] / 5=- ;t/ ] ^ >• X' ^ ^ ^" V — ^ - 7 - ii JV 4- 
•> -7 — h 

> ^ l - [ (2'-'>T/f7* - - 4 

- 4 ;u ) f- ;u ] - 2 - x h 4- •> ^ v X ' <i l ? y" 

- jv - 7 - iJ ji *' 4- •> v - h ( l . 8 5 g ) J: 
^ 7 ^ ft l> H ' > f- /I/ 7. X' ( 2 . 8 0 g ) £ h ;l/ x 

^ ( i 5 m& ) * , i b mm m m m l 0 ^ is m & 

Mm %t m L . SI .<c > * / - ,u ( 5 0 afi ) ■ CK 
1 N - SI ( 2 .0 m2 ) £ fln x. T M S -C 3 0 ft mm 
WL fro 1 N - * -fe W V - ^ 7K T p H 3 ~ 4 U St 

■J * ¥ )\y t> v A o o > h ^-7 7 -"P^SLTjS 

ifeiiid.iag, 56%) ^iifc 0 

St ^ 1 9 1 - 1 9 3 °C ( ft ffi ) - 
7C^7>^lT{iI C 25 H 22 Ne0 3 *l/5H 2 OtLT 
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C (%) H (%) N {%) 

It Mm : 6 5.5 8; 4.75; 18.53 
: 6 5 . 5 5 ; 4 .'9 3 ; 18.35 
1 H - N M R ( 2 0 0 MHz, CDC0 3 ) 5 : 1. 4 3'( 3H, t, J = 
7.0Hz), 3.57(3H,s), 4.30(2H,q, J = 7.0Hz), 
5. 54(2H, s), 6. 7 2 ( 2 H, d, J = 8.2),6.84-6.97(4H, 
m), 7. 28-7. 33(iH, m), 7 . 4 0 ( 1 H, dd, J - 1 . 8, 7 . 0 
Hz), 7. 57 -7. 6 2 ( 2 H, m), 8. 0 3-8. 0 7 ( 1 H, m) 
I R (K B r )c m' 1 : 1 7 2 0, 1 5 5 0, 1 4 7 5, 1 4 3 0, 
1280, 1250, 1040, 755, 735 

mmm 1 4 

> f- A- 2-xf;i/7^y-l-[[2 , ~ (1 
H - -r h 7 V" — ^ - 5 - -i )\/ ) b" 7 - )\s - 4 - 

^ ^ ] ^ ^ ] ^< > X j V' — Jls - 7 - jj J\y # 

if ^ 1 - [ (2'-'>7 / t7*a^/-4- 

-Ou ) p< ^ ;u ] - 2 - 1 f- ji> r i / ^ y X -i if 
y _ , v _ 7 _ a ,j, # 4. ^ ^ _ h ( l . 2 3 g ) 

J;y'7^U^f (2.8 0g) c 

* ^ ( 1 5 «2) mm* 4 0 b# ^in^iioft l tz 0 #r 


fcti %n £ m m L . > * / - ;u (5 0^) <c ^ * -t± „ 

lN-iK ( i 5 ^ ) * m %- x M u -e 1 0 m it 

# L rt: 0 1 N-**-f y-/7j(?pH5iSiL 
/•c ^ N ^DPtwi/A-pitBLfco W ^ J§ £ 7K zfc , 
l£ f£ ii If % m L /c o f# £ ft /c SI jg £ -> 'J y ;u 

- ft i x f ^ ^ ^ |± b l t i .1* B H s (0.83 

g , 6 i % ) & m ft o 

Sfe ^. 1 6 6 - 1 6 8 t 

1 H — N iVI R (200 MHz, CDCfi 3 )<5 : 1.13(3H,t,), 
1.2l(3H,t), 3.43(2H,q), 4.13(2H,q), 5.48 
(2H,s), 6.78(2H,d), .6. 9 9 ( 2 H, d) , 7.07(lH,t), 
7. 22 ( 1H, dd), 7. 42-7. 49(2H, m), 7.54-7.69' 
(3H, m) 

IR (KBr) cm" 1 : 1720, 1650, 1310, 1285, 
7 65, 7 5 5, 7 5 0 

mmm 1 5 

x >>P 2-7 , ubi';l/7;/-l-[[2 / - (1 
H - f H 7 V - ;t/ - 5 - -f A* ) bf 7 ^ - ;u - 4 - 
4 J\y ] / ;u ] ^ y x H I 9" V - JU - 7 - # )V 
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/ 


4- 7 - h 

=. T to l-[(2'-->7/h*7x-^-4- 

^ JU ) > ^ ] - 2 - 7'a k';l,7 > / 'OXW ; 

^ y" - ju - 7 - ±, ju # + ? - j. ( 1 . 2 0 g ) 
fcitfr^fU ij ;ux' ( 2 . 7 g ) o b ju 

* y m m * 5 0 b# PbI ad. iiiS l /; 0 tfr&wzmw 

L . ^ ^ / - ^ (2 Orf) P S3 £ N 1 N - JS 
K (1 5 «2 ) *jDilfiT?l 0 ftfUmW L tz 0 
lN-*-b^y-^-epH' 5 ^ SHfc^ N * n 

l£ in l tz 0 ?# <i n ^ gg ?i £ •> 1; iifji'tiyjxtu 
-7 h ^* 7 7 ^ -TfliKLs * * / - ^ - m * ' * 

jv c, n & h l T &E |± n ( 1 . 0 g , 7 7%) 

* & o 

1 7 0 - 1 7 2 °C 
1 H - N M R ( 2 0 0 MHz, CDCi2 3 )<5 : 0.89(3H,t), 
1. 14(3H, t), 1. 5 2 - 1. 7 0 ( 2H, m), 3. 35 (2H, t), 
4.14(2H,q), 5.49(2H,s), 6.77(2H,d), 6.99 
(2H,d), 7.05 (iH.t), 7. 21(1H, dd), 7.39- 
7. 47(2H, m), 7. 50-7. 65(3H, m) 
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IR (KBr) cm" 1 : 1720, 1670, 1660, 1290, 
1270, 760 

tiuij i 6 

h" /< p <j >\s 4- y ^ }]/ 2 - x. h 4- - i _ 
[ [ 2 ' - ( 1 H - f H v v" — ;t/ - 5 - ) e 7 k 

- JV - 4 - ^ jy ] > -f- ^ ] ^^X-^ / 
7 — # ^ rft 4- •> -7 — h 

usasw 1 7 

1 - ( -> ? o ^ 4- >f -fr # ;t/ # ■=• ;i/ ^ 4- ) 

:e ;b 2 -xht^-l-[[2 / - (lH-f 

h 7 V" - ^ - 5 - ^ ) b* 7 ^ - ;U - 4 - ^ ^ ] 

> f- ^ ] ^ y x J i ? V - ,y - 7 - t, )X/ # ± y ^ 
- h 

x > ^ - n is ^ pa m Wi m 

Douglas t>0^fife[ Endocrinology, 1 Q 2, 
6 85-696(1 9 7 8)]£&^LTT^v : *j- 

r y •> >- n (A-n) -«3#te£i&«£«£fT 
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V 


* #8 H/Hb £ igj ( i 0 " 6 M * ii 1 0 "" 7 M ) & J: o* 
l25 I - ry^^-^>->^n( l25 i - A n ) ( l . 8 
5 kBq/ 5 0/^12 )£S£#Jg#jIj tzfia TLX % MS 

k t i b# tnw y * ^ ^ - h l tz o m& tmmo 

1 25 I - A- n*7-f;^-( Whatman GF/B 
filter )ic J; *9^-g||L x § ^ & fc M £ L tz 1 2 5 I 
-A-n©lfc#Jy£f!fe£H- iftij L 0 

* as w ft £ 8j fc i t & m m & m it m. 1 k & -t 0 
Mmm 2 a - r & micznr z^qhrw. 

& m <d n n m n 

Jcl: SDv-y h (9 i®^. £t)£ffl Wc 0 
M B s ^ y h ^ h* ^ - yi/ N a jft g£ T in * lil ii M 

mi * -e & & s 7K g m m M © & ft T T fl^ W L tz 0 H 

^ 1% L . ¥ £J DH EE * # y 5 7 -e !2 H L tz Q M 
m&^-m izttfMiz ft 3 a - n (3 0 ng/kg) ©j£ 


5- L . Cfc^TA- H £ f£ M F*J 

It ^ # JE ^ £ ^ # ^ ^ f£ ffj f£ 

m. <d k m & Jt m l t $u $ij m & m tz 0 


( « t ^ a ) 


^ y x 4 x ? v - jv m ^ <d 

7 > * * -r * y nmfcftm 

R 2 




1 

R 1 

' Y 

R 2 

R' 








lxi(T 7 !i 


1 OMg/ Kg, p. O 

1 

Et 

O 

Tet 

COOEt 

46 

82 

+ + + a) 

2 

Et 

0 

Tet 

COOH 

61 

91 

4- + + 

3 

Pr 

0 

Tet 

COOEt 

16 

48 

+ + + 

4 

Pr 

0 

Tet 

COOH 

40 

79 . 

+ + + 

6 

Me 

S 

Tet 

COOEt 

2 

26 

+ 

7 

Me 

s 1 

Tet 

COOH 

51 

82 

+ + + 

8 

Et 

s 

Tet 

COOEt 

17 

54 

+ + + 

9 

Et 

s 

Tet 

COOH 

41 

80 

+ + + 

10 

Pr 

s 

Tet 

COOEt 

7 

32 

NT 

11 

Pr 

s 

Tet 

COOH 

NT b> 

NT 

+ +■+ 


a) + + + ^7 0%> + + ^5 0%^ + >3 0%>- 

b) NT, not tested 
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SPECIFICATION 

1 . TITLE OF THE INVENTION 

Benzimidazole Derivatives 

2. CLAIM 

A compound of the formula: 



wherein the ring A is a benzene ring which may optionally contain 
substitution; R 1 is hydrogen or an optionally substituted 
hydrocarbon residue; R 2 is a group capable of forming an anion or a 
group convertible thereinto; X is a direct bond or a spacer having an 
atomic length of two or less between the phenylene group and the 
phenyl group; Y is -0-, -S(0) m - or -N(R ft )- wherein ra is an integer 
of 0, 1 or 2 and R 4 is hydrogen or an optionally substituted alkyl 
group; and n is an integer of 1 or 2; 
or a pharmaceutical^ acceptable salt thereof. 


3. DETAILED DESCRIPTION OF THE INVENTION 
[FIELD OF THE INVENTION] 

The present invention relates to novel benzimidazole 
derivatives having potent pharmacological actions and intermediates 
for the preparation thereof. More particularly, the present 
invention relates to compounds having the following formula: 


- 1 - 



wherein the ring A is a benzene ring which may optionally contain 
substitution; R 1 is hydrogen or an optionally substituted 
hydrocarbon residue; R 2 is a group capable of forming an anion or a 
group convertible thereinto; X is a direct bond or a spacer having an 
atomic length of two or less between the phenylene group and the 
phenyl group; Y is -0-, -S(0) tn - or -N(R* )- wherein m is an integer 
of 0, 1 or 2 and R 4 is hydrogen or an optionally substituted alkyl 
group; and n is an integer of 1 or 2; and the pharmaceutical^ 
acceptable salts thereof, which have potent anti-hypertensive 
activity and strong angiotensin]! antagonistic activity. 
They are useful as therapeutic agents for treating circulatory 
diseases such as hypertensive diseases, heart diseases (e.g. 
hypercardia, heart failure, cardiac infarction, etc.), strokes, 
cerebral apoplexy, etc. 


[BACKGROUND OF THE INVENTION AND PROBLEM TO BE SOLVED] 

The renin-angiotensin system is involved in the homeostatic 
function to control systemic blood pressure, the volume of body 
fluid, balance among the electrolytes, etc., associated with the 
aldosterone system. Development of angiotensin I[ converting enzyme 
inhibitors (ACE inhibitor) (this converting enzyme produces 
angiotensin]] which possesses a strong vasoconstrictive action) has 
clarified the relation between the renin-angiotensin system and 
hypertension. Since angiotensin H constricts blood vessel to elevate 
blood pressure via the angiotensin I! receptors on the cellular 
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membranes, angiotensin H antagonists, like the ACE inhibitor, would 
be useful in treating hypertension caused by angiotensin. 

It has been reported that various angiotensin H analogues 
such as saralasin, [Sar 1 , He 8 ] A n , and the like, possess potent 
angiotensin H antagonist activity. 

It has, however, been reported that, when peptide 
antagonists are administered parenterally , their actions are not 
prolonged and, when administered orally, they are ineffective (M. A. 
Ondetti and D. W. Cushman, Annual Reports in Medicinal Chemistry, V5, 
82-91 (1978)). 

It would be highly desirable to develop a non-peptide 
angiotensin I[ antagonist which overcomes these drawbacks. In the 
earliest studies in this field, imidazole derivatives having 
angiotensin H antagonist activity have been disclosed in Japanese 
Patent Laid Open No. 71073/1981; No. 71074/1981; No. 92270/1982; No. 
157768/1983; USP No. 4,355,040, No. 4,340,598, etc. Later, improved 
imidazole derivatives are disclosed in European Patent Laid Open No. 
0253310, No. 0291969, No. 0324377, Japanese Patent Laid Open No. 
23868/1988; and No. 117876/1989. Further, pyrole, pyrazole, and 
triazole derivatives are disclosed as angiotensin]! antagonists in 
European Patent Laid Open No. 0323841 , and Japanese Patent Laid Open 
No. 287071/1989. 

USP No. 4,880,804 discloses benzimidazole derivatives 
having an angiotensin H receptor antagonistic action, which are 
intravenously active in vivo in rats with renal hypertension. 
Examples of such benzimidazole derivatives are those represented by 
the following formula (A) : 
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R 2 " 


R 2 * 



(A) 


wherein substituents, for example, in the 5~ and/or 6-position are 
hydroxymethyl, methoxy, formyl, chloro, or carboxy. Although most 
compounds among those exemplified are orally inactive, it is said 
that only the 6-hydroxymethyl and 6-chloro compounds are orally 
effective (100 mg/kg or less). It is, however, believed that the 
activity of even these disclosed compounds is insufficient for 
clinical uses. 

[MEANS FOR SOLVING THE PROBLEM] 

The present invention provides novel benzimidazole 
derivatives having potent anti-hypertensive activity and strong 
angiotensin]! antagonistic action, which are of practical value in 
clinical use as therapeutic agents. 


functioning to control the renin-angiotensin system as well as 
clinically useful for the treatment of circulatory diseases such as 
hypertensive diseases, heart diseases (e.g. hypercardia, heart 
failure, cardiac infarction, etc.), strokes, cerebral apoplexy, etc. 
are required to have potent angiotensin H receptor antagonistic 
activity and to exert strong oral and long-lasting angiotensin H 
antagonist action. Extensive investigations were made based on 
those consideration. As a result of this research, the present 
inventors have succeeded in synthesizing novel 2-substituted 
benzimidazole derivatives (I) possessing highly angiotensin]! 
receptor antagonistic activity as well as exerting strong oral 


The present inventors considered that compounds 
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and long-lasting angiotensin H antagonistic and anti-hypertensive 
action and developed the present invention. 

The present invention relates to benzimidazole derivatives 
having the formula I: 



wherein the ring A is a benzene ring which may optionally contain 
substitution; R 1 is hydrogen or an optionally substituted 
hydrocarbon residue; R 2 is a group capable of forming an anion or a 
group convertible thereinto; X is a direct bond or a spacer having an 
atomic length of two or less between the phenylene group and the 
phenyl group; Y is -0-, -S(0) In - or -N(R 4 )- wherein m is an integer 
of 0, 1 or 2 and R 4 is hydrogen or an optionally substituted alkyl 
group; and n is an integer of 1 or 2; and the pharmaceutical^ 
acceptable salts thereof. 

With regard to the foregoing formula (I), hydrocarbon 
residues for R 1 include, for example, alkyl, alkenyl, alkynyl, 
cycloalkyl, aryl, and aralkyl groups. Among them, alkyl, alkenyl, 
and cycloalkyl groups are preferable. 

Alkyl groups for R 1 are lower alkyl groups having 1 to 
about 8 carbon atoms, which may be straight or branched, and include, 
for example, methyl, ethyl, propyl, isopropyl, butyl, isobutyl, 
sec-butyl, t-butyl, pentyl, i-pentyl, hexyl, heptyl, octyl, and the 
like. The above-mentioned alkyl groups may be substituted with 
hydroxyl, an optionally substituted amino group (e.g. amino, 
methylamino, etc.), halogen, a lower (Ci_ 4 ) alkoxy group or the 
like. 


Alkenyl groups for R 1 are lower alkenyl groups having 2 to 
about 8 carbon atoms, which may be straight or branched, and include, 
for example, vinyl, propenyl, 2-butenyl, 3-butenyl, isobutenyl, 
octenyl, and the like. 

Cycloalkyl groups for R 1 are lower cycloalkyl groups having 
3 to about 6 carbon atoms, and include, for example, cyclopropyl, 
cyclobutyl, cyclopentyl, cyclohexyl, and the like. 

Aralkyl groups for R l include, for example, phenyl-lower 
(C,_*) alkyl such as benzyl, phenethyl, and the like, and the aralkyl 
group may be substituted with, for example, halogen (e.g. F, CI, 
Br, etc.), nitro, lower (C t .O alkoxy (e.g. methoxy, ethoxy, etc.), 
lower (C t _0 alkyl (e.g. methyl, ethyl, etc.), or the like at 
various positions of the benzene ring. 

Aryl groups for R 1 include, for example, phenyl and the 
aryl group may be substituted with, for example, halogen (e.g. F, CI, 
Br, etc.), nitro, lower (C^O alkoxy (e.g. methoxy, ethoxy, etc.), 
lower (Cj.ft) alkyl (e.g. methyl, ethyl, etc.), or the like at various 
positions of the benzene ring. 

Among the above-mentioned groups for R 1 , preferred examples 
are optionally substituted alkyl groups (e.g. lower (C 2 _ 5 ) alkyl 
groups optionally substituted with hydroxyl, an amino group, halogen 
or a lower (Ci_ 4 ) alkoxy group). 

Examples of groups capable of forming an anion and groups 
convertible thereinto for R 2 include carboxyl, tetrazolyl, trifluoro- 
methanesulf onic amide (-NHSO2CF3), phosphoric acid, sulfonic acid, 
cyano, lower (Ci_ 4 ) alkoxycarbonyl, and the like. These groups may 
be protected with, for example, an optionally substituted lower alkyl 
group or an acyl group. Such groups may include those which are 
capable of forming anions or convertible thereinto either chemically 
or under biological and/or physiological conditions (for example, 
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in vivo reaction such as oxidation-reduction or hydrolysis catalyzed 
by in vivo enzymes). 

The compounds wherein R 2 is a group capable of forming an 
anion or convertible thereinto chemically (e.g. by oxidation, 
reduction or hydrolysis) (for example, an optionally protected 
tetrazolyl group (e.g. a group having the formula: 



N-N 


wherein R is methyl, triphenylmethyl, 2-tetrahydropyranyl, 
methoxymethyl, ethoxymethyl , or optionally substituted benzyl such as 
p-methoxybenzyl and p-nitrobenzyl) , cyano and the like), are useful 
as synthetic intermediates. 

Among the above-mentioned groups for R 2 , preferred examples 
are tetrazolyl groups optionally protected with optionally 
substituted lower alkyl or acyl, carboxyl groups optionally protected 
with optionally substituted lower alkyl, and trif luoromethanesulfonic 
amide. 

The benzene ring A may optionally contain substitution and 

such substituents include halogen (e.g. F, CI, Br, etc.); nitro; 

cyano; optionally substituted amino [e.g. amino, N-lower (Ci_ 4 ) alkyl 

such as methylamino, N,N-dilower (Ci_ 4 ) alkyl amino such as 

dimethylamino, N-arylamino such as phenylamino, and alicyclic amino 

such as morpholino, piperidino, piperazino and N-phenylpiperazino] ; 

groups having the formula: -W-R 

wherein W is a chemical bond, -0-, -S-, or -C-, 

II 
0 

and R is hydrogen or an optionally substituted lower alkyl group 
(e.g. lower (Ci_n) alkyl optionally substituted with hydroxyl, 
optionally substituted amino (e.g. amino, etc.), halogen or lower 
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(Cj_4) alkoxy, etc.); groups having the formula: -(CH 2 )^ -CO-D 

wherein D is hydrogen, hydroxyl, amino, N-lower (Cj-n) alkylamino, 
N,N-dilower (Cj.k) alkyl amino or lower (Cj.e) alkoxy optionally 
substituted with hydroxyl, optionally substituted amino (e.g. amino, 
dimethylamino, diethylamino, piperidino, morpholino, etc.), halogen, 
lower (C 2 _ 6 ) alkanoyloxy (e.g. acetyloxy, pivaloyloxy, etc.), 
1 -lower (Cj.g) alkoxy or lower (d_ 6 ) alkylthio, lower (Ci_ G ) 
alkoxycarbonyloxy (e.g. methoxycarbonyloxy , ethoxycarbonyloxy , 
cyclohexyloxycarbonyloxy , etc.) on the alkyl moiety, and £ is 0 or 1 ; 
tetrazolyl optionally protected with, for example, an optionally 
substituted lower alkyl group (e.g. lower (C^O alkyl, etc.) or an 
acyl group (e.g. lower (C 2 - 5 ) alkanoyl, optionally substituted 
benzoyl, etc.); trif luoromethanesulfonic amide; phosphoric acid; 
sulfonic acid; etc. 

One to three of these substituents may be substituted at 
various positions of the benzene ring. 

X shows that the adjacent phenylene group is bonded to the 
phenyl group directly or through a spacer with an atomic chain of 2 
or less. As the spacer, any one can be exemplified, so long as it 
is a divalent chain in which the number of atoms constituting the 
straight chain is 1 or 2, and it may have a side chain. 
Examples of such spacers include lower (Ci_ 4 ) alkylene, 


The most preferred X is a chemical bond between the phenylene group 
and the phenyl group. 

V represents that R 1 is bonded to the 2-position of 
benzimidazole through a hetero atom. Examples of Y include -0-, 


H 


H 



C-N-, -O-9-, -S-9-, -9=9-. etc. 
OH H H H H 
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-SO m - wherein m is 0, 1 , or 2, -N(R*)- wherein R 4 is hydrogen or an 
optionally substituted lower (Ci_ 4 ) alkyl group, and the like, 
preferably -0-, -S-, and -NH-, more preferably -0- and -S-, 
especially -0-. 

When R 1 = H, the compounds having the formula (I) [Compound 
(I)] can exist in two tautomeric forms. 

Among the compounds represented by the above formula (I), a 
preferred embodiment of the invention is a compound of the formula: 

R 2 



(I 1 ) 


IT 

wherein R 1 is lower (C 2 _ 5 ) alkyl optionally substituted with 
hydroxyl, amino, halogen, or a lower (Ci_ 4 ) alkoxy group; R 1 is 
a group having the formula: -C0-D' wherein D ? is hydroxyl, amino, 
N-lower (Cj-O alkylamino, N,N-dilower (Ci_ 4 ) alkyl amino or lower 
(Cj-O alkoxy optionally substituted with hydroxyl, amino, halogen, 
or lower (d_ 4 ) alkoxy on the alkyl moiety, or tetrazolyl optionally 
protected with a lower (Ci_ 4 ) alkyl or acyl group (e.g. lower (C 2 _ 5 ) 
alkanoyl, benzoyl, etc.); R 2 is tetrazolyl optionally protected with 
an optionally substituted lower (C,_0 alkyl (e.g. methyl, 
triphenylmethyl , methoxymethyl , ethoxymethyl , p-methoxybenzyl , 
p-nitrobenzyl, etc.) or acyl group (e.g. lower (C 2 _ 5 ) alkanoyl, 
benzoyl, etc.), or carboxyl optionally protected with an optionally 
substituted lower (C,_0 alkyl group (e.g. methyl, triphenylmethyl, 
methoxymethyl, ethoxymethyl, p-methoxybenzyl, p-nitrobenzyl, etc.); 
R" is hydrogen, halogen, lower (Ci_ 4 ) alkyl, lower (Ci_ 4 ) alkoxy, 
nitro or -COD" wherein D" is hydroxyl or lower (C^) alkoxy, or 
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amino optionally substituted with lower (C^u) alkyl ( inter alia 
hydrogen, lower (C t _*) alkyl, or halogen, more preferably hydrogen); 
and Y is -0-, -S-, or -NCR 11 )- wherein R* is hydrogen or an lower 
(Ci _a ) alkyl group. 

The compounds (I) of the present invention may be prepared 
by several reaction schemes, as illustrated below for a preferred 
compound. 

Scheme A 


(®C N ^ V - R ' — — * i 

II 

wherein R' , R 2 , A, X, Y and n have the above-defined meanings and Z 
is halogen. 

Scheme B 

CN N Y NH 
y 2 )„-€H^> ( ch 2 )„-<O^X-<^> 

la Ib 

wherein each group has the above-defined meaning. 

Scheme C 

C -S°!i* QOOH 
«jH.).-©-X-© (CHl) „^_ x _^ 
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wherein R 1 , R 2 , A, X, Y and n have the above-defined meanings, 
and R 5 is optionally substituted lower (Ci_ s ) alkyl. 

Scheme D 


(CH.) B -^^-X-^> CCH 2 )n-<^>-X-^> 

®Z. ^ 

IV Ie 
wherein each group has the above-defined meaning. 

Scheme E 

IV If 
wherein each group has the above-defined meaning. 

Scheme F 

R V^ R V. 

(CH*) n -<0 > - X -<Q> CCH 2 )„-^^X-<0> 

If Ig 
wherein each group has the above-defined meaning. 

Scheme G 


®c — 

iv N Ih 

wherein each group has the above-defined meaning. 


-11- 


Scheme H 


2 


«|H = >.-<0>~~ X ~<§> CCH,).-^-X-< 

Ih Ii 

wherein each group has the above-defined meaning. 

Scheme I 

R==^ R 2 ^ 

(CH 2 )„-<§^X-^> (CH 2 )o-<^>-X-< 


R 2 ^ 


ccH*).-<y>-x-<Q> 


I 

*" [®T ^ — NHR 1 

wherein each group has the above-defined meaning. 

Scheme J 

R2 -^ ' R 


R 5 00C 


) n -0^ X -0 HOOC (CH 2 )„-<O^X 



[®L^Y — R' > (gr^y — R. 

Ij Ik 
wherein each group has the above-defined meaning. 


-12- 


Scheme K 


N^N 


(JH 2 )„^0>-X-<0> CCH 2 )„-<O^X^) 


II - N Im 

wherein each group has the above-defined meaning. 

The reaction as illustrated in Scheme A is an alkylation 
using an alkylating agent in the presence of a base. One molar 
portion of the compound (II) is employed with approximately 1 to 3 
moles of the base and 1 - 3 moles of the alkylating agent. 
The reaction is conventionally conducted in solvents such as 
dimethylformamide, dimethylacetamide, d imethylsulf oxide , 
acetonitrile, tetrahydrofuran, acetone, ethylmethylketone , and the 
like. Examples of such bases include sodium hydride, potassium 
t-butoxide, potassium carbonate, sodium carbonate, and the like. 
Examples of such alkylating agents include substituted halides (e.g. 
chlorides, bromides, iodides, and the like), substituted sulfonate 
esters (e.g. p-toluenesulfonate esters, and the like), etc. 
The reaction conditions may vary depending on the combination of 
the base and the alkylating agent. Advantageously, the reaction is 
carried out at ice-cooling to room temperature for about 1-10 
hours. 

In the said alkylation, a mixture of two isomers, (I) and 
(I") is usually obtained depending on the position of the N atom 
to be alkylated. While the production ratio of Compound (I) and 
Compound (I") varies with the reaction conditions employed and 
the substituents on the benzimidazole ring, these two compounds can 
be obtained easily as pure products respectively by conventional 
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isolation and/or purification methods (e.g. recrystallization, column 
chromatography and the like) . 

The nitrile compound (la) is reacted with various azides to 
form the tetrazole compound (lb) as illustrated in Scheme B. One 
molar portion of the compound (la) is employed with 1 - 5 moles of 
the azide. The reaction is conventionally conducted in solvents such 
as dimethylformamide, dimethylacetamide, toluene, benzene, and the 
like. Examples of such azides include trialkyltin azide (e.g. 
trimethyltin azide, tributyltin azide, triphenyltin azide, etc.), 
hydrogen azide and ammonium salts thereof, and the like. In the case 
where the organotin azide compound is employed, 1 - 4 moles of the 
azide are employed per compound (la) and the reaction is carried out 
in toluene or benzene by heating under reflux for a period of 1 - 4 
days. When the hydrogen azide or its ammonium salt is used, 1 - 5 
moles of sodium azide and ammonium chloride or tertiary amine (e.g. 
triethylamine, tributylamine, etc.) are employed per compound (la) 
and the reaction is conducted in dimethylformamide at about 100°C - 
120°C for about 1 - 4 days. During this reaction, it is preferable 
to facilitate the reaction by adding an appropriate amount of sodium 
azide and ammonium chloride. In this case, improvement may sometimes 
be observed in reaction time and yield by the addition of the azide 
compound in suitable fractions. 

The ester (Ic) is hydrolyzed in the presence of alkali to 
give the carboxylic acid (Id) as illustrated in Scheme C. This 
reaction is conducted usually in a solvent such as aqueous alcohol 
(e.g. methanol, ethanol, methyl cellosolve, etc.) by using alkali in 
an amount of about 1 to 3 mol. relative to 1 mol. of Compound (Ic). 
Examples of such alkalis include sodium hydroxide, potassium 
hydroxide, etc. The reaction is conducted at temperatures ranging 
from room temperature to about 100°C for about 1 to 1 0 hours, 
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preferably around the boiling point of the solvent for about 2 to 5 
hours. 

The 2-alkoxy derivative (Ie) is obtained by reacting 
phenylenediamine (IV) with alkyl orthocarbonate as illustrated in 
Scheme D. The reaction is conducted in the presence of an acid by 
using alkyl orthocarbonate of about 1 to 3 mol. relative to Compound 
(IV). Examples of such alkyl orthocarbonates include orthocarbonates 
of, for example, methyl, ethyl, propyl, isopropyl, butyl, etc. 
And, by using , f or example, acetic acid or p-toluenesulf onic acid, 
the reaction is accelerated to afford a ring-closed compound in a 
good yield. As the reaction solvent, halogenated hydrocarbons and 
ethers can be employed but, usually, it is more convenient to conduct 
the reaction without a solvent. The reaction is usually conducted at 
about 70 to 100°C for about 1 to 5 hours. In this reaction, a 
dialkoxyimino compound is produced as the reaction intermediate, 
which is then ring-closed into the 2-alkoxy compound (Ie) in the 
presence of the acid in the reaction system. It is also possible 
to isolate the reaction intermediate, which is then subjected to 
ring-closure reaction in the presence of an acid to form the 
2-alkoxy compound (Ie). 

The phenylenediamino compound (IV) is reacted with various 
reagents to give the 2-keto compound (or the 2-hydroxy compound, If) 
as illustrated in Scheme E. This reaction is conducted by using a 
carbonylating reagent (e.g. urea, diethyl carbonate, bis(1- 
imidazolyl) ketone, etc.) in an amount of about 1 to 5 mol. relative 
to 1 mol. of Compound (IV) and, usually, by using, among others, 
halogenated hydrocarbons (e.g. methylene chloride, chloroform, etc.), 
alcohols (e.g. methanol, ethanol, etc.) or amides (e.g. dimethyl- 
formamide, dimethylacetamide, etc. ) . 

The 2-hydroxy compound (If) is selectively O-alkylated with 
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a Meerwein reagent to give the 2-alkoxy compound (Ig) as illustrated 
in Scheme F. This reaction is conducted by using the Meerwein 
reagent in an amount of about 1 to 3 mol. relative to Compound (If), 
usually, employing, as the solvent, halogenated hydrocarbons (e.g. 
methylene chloride, chloroform, etc.) or ethers (e.g. methyl ether, 
ethyl ether, etc.). Examples of such Meerwein reagents include, 
among others, trimethyl oxonium fluoroborate (Me 3 0 + BF 4 _ ), 
triethyl oxonium fluoroborate (Et 3 0 + BF 4 ~ ) , etc. These are 
preferably used by in situ preparation according to the method 
described in literature references [H. Meerwein, Org. Syn. 46. 113 
and 120(1966)]. The reaction is preferably conducted at temperatures 
ranging from about room temperatures to the boiling point of the 
solvent used for about 2 to 20 hours. 

The phenylene diamino compound (IV) is reacted with various 
reagents in an organic solvent to give the 2-mercapto compound (Ih) 
as illustrated in Scheme G. Relative to 1 mol. of the phenylene 
diamino compound (IV), about 1 to 3 mol. of a thiocarbonylating agent 
(e.g. carbon disulfide, thiourea, potassium xanthate, etc.) or 
isothiocyanate (e.g. methyl isothiocyanate, ethyl isothiocyanate, 
etc.) is used. As the reaction solvent, alcohols (e.g. methanol, 
ethanol, etc.), amides (e.g. dimetylformamide, dimethylacetamide, 
etc.) or the like can be used. The reaction is preferably conducted 
at temperatures ranging from room temperatures to the boiling point 
of the solvent used for about 5 to 20 hours. 

The 2-mercapto compound (Ih) is alkylated in the presence 
of a base in an organic solvent to give the alkylthio compound (Ii) 
as illustrated in Scheme H. The reaction is conducted by using, 
relative to 1 mol. of Compound (Ih), about 1 to 3 mol. of the base 
and about 1 to 3 mol. of the alkylating agent usually in a solvent 
such as dimethylformamide, dimethylacetamide, dimethylsulf oxide , 
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acetonitrile, acetone, ethyl methyl ketone, ethanol, methanol and 
water. As the base, there is used sodium hydroxide, potassium 
carbonate, sodium carbonate, sodium hydride, potassium t-butoxide, 
potassium hydroxide or the like. As the alkylating agent, there is 
used, for example, a halide (e.g. methyl iodide, ethyl iodide, propyl 
iodide, butyl iodide, and bromide or chloride thereof). The reaction 
is conducted usually at temperatures ranging from ice-cooling to the 
boiling point of the solvent used, while the reaction conditions vary 
with the base, the alkylating agent and the solvent employed. 

The phenylenediamine (IV) is reacted with isothiocyanate to 
form the thiourea compound (V), which is then subjected to 
desulfurization-cyclization to give the 2-substituted amino 
compound (Ij) as illustrated in Scheme I. The reaction is conducted 
by using about 1 to 3 mol. of isothiocyanate relative to 1 mol. of 
Compound (IV) usually in halogenated hydrocarbons (e.g. chloroform, 
methylene chloride, etc.), ethers (e.g. tetrahydrof uran, dioxane, 
etc.), aromatic hydrocarbons (e.g. benzene, toluene, etc.), alcohols 
(e.g. methanol, ethanol, etc.), acetonitrile, dimethylformamide or 
the like. The reaction can also be conducted without these solvents. 
Examples of such isothiocyanates include isothiocyanates of methyl, 
ethyl, propyl, isopropyl, butyl, etc. The reaction is conducted 
preferably at temperatures ranging from room temperatures to about 
50°C for about 1 0 to 60 hours. The desulfurization-cyclization can 
be conducted in a manner as described below. 

The reaction is conducted, in halogenated hdyrocarbons 
(e.g. HgCl 2 ), by using about 1 to 3 mol. of a metal halide (e.g. 
HgCl 2 ) relative to 1 mol. of the thiourea (V) obtained by the 
above-mentioned method. The reaction is conducted preferably at 
temperatures ranging from room temperature to the boiling point of 
a solvent employed for about 3 to 1 0 hours. The reaction can also 
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be conducted by using about 1 to 3 mol. of methyl iodide relative 
to 1 mol. of thiourea (V) in alcohols (e.g. methanol or ethanol) , 
preferably at temperatures ranging from room temperature to about 
the boiling point of the solvent for about 3 to 1 5 hours. 

The carboxylic acid (Ik) is formed by the alkaline 
hydrolysis of the carboxylic acid ester compound (Ij) as illustrated 
in Scheme J. The reaction is conducted by using about 1 to 3 mol. of 
alkali relative to 1 mol. of Compound (Ij) usually in a solvent such 
as an aqueous alcohol (e.g. methanol, ethanol, methyl cellosolve, 
etc.). Examples of such alkalis include sodium hydroxide, potassium 
hydroxide or the like. The reaction is conducted at temperatures 
ranging from room temperature to about 100°C for about 1 to 1 0 hours, 
preferably at about the boiling point of a solvent used for about 
3 to 5 hours. 

The protected tetrazole derivative (II) is deprotected to 
give Compound (Im) as depicted in Scheme K. Conditions of the 
deprotection depend on the protective group (R) then used. When R is 
triphenylmethyl, 2-tetrahydropyranyl, methoxymethyl, ethoxymethyl or 
the like, it is convenient to conduct the reaction in an aqueous 
alcohol (e.g. methanol, ethanol, etc.) containing about 0.5N to 2N 
hydrochloric acid or acetic acid at about room temperatures for 
about 1 to 1 0 hours. 

The reaction products obtained as above by the reaction 
processes (A) to (L), can be easily isolated and/or purified by or 
according to conventional methods such as, for example, column 
chromatography, recrystallization and the like. 

And, by conventional means, the compounds (I) can be formed 
as salts with non-toxic, physiologically or pharmaceutical^ 
acceptable acids or bases, for example salts with an inorganic acid 
such as hydrochloride, sulfate or nitrate, and, depending on 
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compounds, salts with an organic acid such as acetate, oxalate, 
succinate or maleate, salts with an alkali metal such as sodium salt 
or potassium salt, or salts with an alkaline earth metal such as 
calcium salt. 

For the synthesis of these compounds (I), the starting 
compounds (II), (III) and (IV) can be synthesized by or according 
to the methods described in, for example, the following literature 
references or methods analogous thereto, namely, by the reactions 
(L), (M), (N) and (0) as depicted below. 

(1) P. N. Preston, The Chemistry of Heterocyclic Compounds, Vol. 40, 
ed. by P. N. Preston, John Wiley & Sons Inc., New York (1981), 
pp. 1-286, 

(2) E. S. Schipper and A. R. Day, Heterocyclic Compounds, Vol. 5, ed. 
by R. C. Elderfield, John Wiley & Sons Inc., New York (1965), 

pp. 194-297, 

(3) N. J. Leonard, D. Y. Curtin, & K. M. Beck, J. Am. Chem. Soc. 69, 
2459 (1947), 

(4) S. Weiss, H. Michaud, H. Prietzel, & H. Kromer, Angew. Chem. 85, 

866 (1973), 

(5) W. B. Wright, J. Heterocycl. Chem., 2, 41 (1965), 

(6) A. M. E. Omar, Synthesis, 1 974 , 41, 

(7) D. J. Brown & R. K. Lynn, J. Chem. Soc. (Perkin I), 1 974 , 349, 

(8) J. A. Van Allan & B. D. Deacon, Org. Syn., 30, 56 (1950), 

(9) S. P. Singh, S. S. Parmar & B. R. Pandey, J. Heterocycl. Chem., 
H» 109 3 (1977), 

(10) S. Nakajima, I. Tanaka, T. Seki & T. Anmo, Yakugaku Zasshi, 78, 
1378 (1959), 

(11) K. Seno, S. Hagishita, T. Sato & K. Kuriyama, J. Chem. Soc, 
Perkin Trans. 1984 , 2013, 

(12) D. R. Buckle et al., J. Med. Chem., 30, 2216 (1987), 


-19- 


(13) R. P. Gupta, C. A. Larroquette & K. C. Agrawal, J. Med. Chem. , 
25, 1342 (1982), etc. 

Scheme L 


^COOH „ ^COC, ^ ^CON, 

\^-N0 2 v^NO, \^N0 2 

VI VII VIII 

H 

IX X 
CCH 2 )„-<0>-X-@> (CH 2 )„-<O^X^> 

C®I * c®x 


XI 


CQH,).-®-X-@> 


NH 2 IV 


[wherein R 2 , A, X and n are of the same meaning as defined above; and 
R 3 stands for a lower (C t ) alkyl group]. 

Scheme M 

XIV XIII Ha 

[wherein each group is of the same meaning as defined above]. 
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Scheme N 


NH 2 


NH 2 



XIV 


lib 


[wherein each group is of the same meaning as defined above] . 


Scheme 0 


NH 2 


NH 2 



XIV 


lie 


[wherein each group is of the same meaning as defined above]. 

The compounds (I) and the salts thereof thus produced are 
less toxic, strongly inhibit the vasoconstrictive and hypertensive 
actions of angiotensin II , exert a hypotensive effect in animals, in 
particular mammals (e.g. human, dog, rabbit, rat, etc.), and therefore 
they are useful as therapeutics for not only hypertension but also 
circulatory diseases such as heart failure (hypertrophy of the heart, 
cardiac insufficiency, cardiac infarction or the like), strokes, 
cerebral apoplexy, etc. For therapeutic use, the compounds (I) and 
salts thereof can be orally or parenterally administered as 
pharmaceutical compositions or formulations (e.g. powders, granules, 
tablets, capsules, injections, and the like) comprising at least one 
such compound alone or in admixture with pharmaceutically acceptable 
carriers, adjuvants and/or diluents. 


employed depending upon a variety of factors. The dose varies with 
the diseases to be treated, symptoms, subjects and administration 
routes, and it is desirable that a daily dose of 1 0 to 1 00 mg for oral 
administration or 5 to 50 mg for intravenous injection is divided 


Specific dose levels for any particular patient will be 
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into 2 to 3 administrations when used for treating adult essential 
hypertension. 

Examples 

By the following formulation examples, working examples, 
experimental examples and reference examples, the present invention 
will be explained more concretely, but they should not be interpreted 
as limiting the invention in any manner. 
Formulation Examples 

When the compound (I) of the present invention is used as 
a therapeutic agent for circulatory failures such as hypertension, 
heart diseases, strokes, etc., it can be used in accordance with, for 
example, the following formulations. 
1 . Capsules 

( 1 ) 2-ethoxy-1 - [ [2 ' - ( 1 H-tetrazol-5-yl) biphenyl-4-yl] 


methyl] benzimidazole-7-carboxylic acid 10 mg 

(2) lactose 90 mg 

(3) fine crystalline cellulose 70 mg 

(4) magnesium stearate 10 mg 

one capsule 180 mg 


Oh (2), (3) and a half of (4) are mixed and granulated. 
To the granules is added the remainder of (4), and the whole is 
filled into gelatin capsules. 
2. Tablets 

( 1 ) 2-ethoxy-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl) biphenyl-4-yl] 


methyl]benzimidazole-7-carboxylic acid 10 mg 

(2) lactose 35 m g 

(3) corn starch 1 50 mg 

(4) fine crystalline cellulose 30 mg. 

(5) magnesium stearate 5 m g 

one tablet 230 mg 
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(1), (2), (3), two thirds of (4) and a half of (5) are 
mixed and granulated. To the granules are added the remainders of 
(4) and (5), followed by subjecting the granules to compression 
molding. 
3. Injections 

( 1 ) 2-methylthio-1 - [ [2 ' - ( 1 H-tetrazol-5-yl ) biphenyl-4-yl] 
methyl] benzimidazole-7-carboxylic acid disodium salt 

10 mg 

(2) inositol 1 00 mg 

(3) benzyl alcohol 20 mg 

one ampoule 1 30 mg 

(1), (2) and (3) are dissolved in distilled water for 
injection to make the whole volume 2 ml, which is filled into an 
ampoule. The whole process is conducted under sterile conditions. 
Reference Example 1 

2-Propoxybenzimidazole 

To a solution of o-phenylenediamine (2 g) in propyl 
orthocarbonate (5 ml) was added acetic acid (1.1 ml) and the solution 
was stirred at 80°C for 3 hours. To the reaction mixture was added 
ethyl acetate, and the solution was washed with an aqueous solution 
of sodium hydrogen carbonate and water, then dried (Na 2 S0t,)j followed 
by concentration to dryness. The concentrate was purified by column 
chromatography on silica gel to give crystals. Recrystallization 
from ethyl acetate - benzene afforded colorless crystals (1.54 g, 
47*), m.p. 163-164°C. 
Reference Example 2 

Ethyl 2-carboxy-3-nitrobenzoate 

A mixture of 3-nitrophthalic acid (35 g) in ethanol 
(300 ml) containing cone, sulfuric acid (20 ml) was heated under 
reflux for 24 hours. The solvent was evaporated in vacuo and the 
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residue was poured into cold water (700 ml). The mixture was 
extracted with ethyl acetate. The organic layer was washed with 
water and shaken with an aqueous solution of potassium carbonate. 
The aqueous layer was made acidic with hydrochloric acid and the 
mixture was extracted with methylene chloride. The organic layer was 
washed with water, then dried, followed by evaporation of the 
solvent. The resultant solid (29 g, 74%) was used for the subsequent 
reaction without purification. 

1 H-NMR(90MHz, CDCl 3 )d: 1.43(3H,t), 4.47(2H,q), 7.70(1H,t), 

8.40(2H,d), 9.87(1H,br s) 
IR(Nujol) cm- 1 : 1725, 1535, 1350, 1300, 1270 
Reference Example 3 

Ethyl 2-t-butoxycarbonylamino-3-nitrobenzoate 

A mixture of ethyl 2-carboxy-3~nitrobenzoate (23.9 g) and 
thionyl chloride (12 ml) in benzene (150 ml) were heated under reflux 
for 3 hours. The reaction mixture was concentrated to dryness. 
The resultant acid chloride (26 g, quantitative) was dissolved in 
methylene chloride (20 ml). The solution was added dropwise to a 
mixture of sodium azide (9.75 g) in dimethylformamide(DMF) (20 ml) 
with stirring vigorously. The reaction mixture was poured into a 
mixture of ether-hexane (3:1, 200 ml) and water (250 ml) to 
separate into two layers. The organic layer was washed with water, 
then dried, followed by evaporation of the solvent. The residue was 
dissolved in t-butanol (200 ml) and the solution was heated 
gradually with stirring, followed by heating under reflux for 2 
hours. The reaction mixture was concentrated in vacuo to give an 
oily product (30 g) . 

1 H-NMR (90MHz, CDC1 3 )5: 1.40(3H,t), 1.53(9H,s), 4.43(2H,q), 

7.23(1H,t), 8.03-8.27(2H,m), 9.70(1H,br s) 
IR(Neat) cm" 1 : 3320, 2980, 1740, 1585, 1535, 1500, 1440, 1375, 
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1265, 1155 
Reference Example 4 

Ethyl 2-[ [2* -cyanobiphenyl) ] amino] -3-nitrobenzoate 

To a solution of ethyl 2-t-butoxycarbonylamino-3-nitro- 
benzoate (20 g) in tetrahydrof uran (50 ml) was added, while stirring 
under ice-cooling, sodium hydride (60% dispersion in mineral oil, 
2.8 g). The mixture was stirred at room temperature for 20 minutes 
and to the mixture were then added 4- (2-cyanophenyl) benzyl bromide 
(18 g) and potassium iodide (360 mg) , followed by heating for 10 
hours under reflux. The solvent was evaporated to dryness and the 
residue was partitioned between water (250 ml) and ether (200 ml). 
The organic layer was washed with water, dried and concentrated to 
give a yellow syrup. The syrup was dissolved in a mixture of 
trifluoroacetic acid (60 ml) and methylene chloride (40 ml) and the 
solution was stirred for one hour at room temperature. The reaction 
mixture was concentrated to dryness and to the residue was added 
ethyl ether (200 ml) to give crystals. The crystals were collected 
by filtration, washed with ether to give pale yellow crystals 
(22.1 g, 85%), m.p. 118-119°C. 

1 H-NMR(90MHz,CDCl 3 ) 5: K37(3H,t), 4.23(2H,s), 4.37(2H,q), 

6.37(1H,t), 7.33-7.83(9H,m), 7. 97-8. 20(2H,m) 
IR(Nujol)cm-1 : 3280, 2220, 1690, 1575, 1530, 1480, 1450, 1255, 1105, 
755 

Reference Example 5 

Ethyl 3-amino-2- [ [ 2 ' -cyanobiphenyl-4-yl ) methyl] amino] benzoate 
To a solution of ethyl 2-[ [ (2* -cyanobiphenyl-4-yl) methyl] - 
amino] nitrobenzoate (10.4 g) in ethanol (50 ml) was added stannous 
dichloride dihydrate (28.1 g) and the mixture was stirred at 80°C 
for two hours. The solvent was evaporated to dryness. To the ice- 
cooling mixture of the residue in ethyl acetate (300 ml) was added 
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dropwise 2N NaOH (500 ml) with stirring. The aqueous layer was 
extracted with ethyl acetate (200 ml x 2). The organic layers were 
combined, washed with water, and dried. The solvent was evaporated 
to dryness and the residue was purified by column chromatography on 
silica gel to give crystals. Recrystallization from ethyl acetate - 
hexane gave colorless crystals (7.3 g, 79%), m.p. 104-105°C. 
1 H-NMR (200MHz, CDC1 3 )5: 1 . 33 (3H, t) , 4. 23(2H, s) , 4.27(2H,q), 
6.83-6.93(2H,m), 7. 35-7. 55(7H, m) , 7.64(1H,dt), 7.76(dd) 
IR(KBr) cm" 1 : 3445, 3350, 2220, 1680, 1470, 1280, 1240, 1185, 1160, 

1070, 1050, 1020, 805, 750 
Reference Example 6 

Ethyl 1 -[ (2 1 -cyanobiphenyl-4-yl) methyl] -2-methoxybenzimidazole- 
7-carboxylate 

Acetic acid (0.2 g) was added to a solution of ethyl 
3-amino-2-[ [2* -cyanobiphenyl-4-yl) methyl]amino]benzoate (1.1 g) in 
methyl orthocarbonate (5 ml). The mixture was stirred at 80°C for 
one hour. The reaction mixture was concentrated, and the concentrate 
was extracted with ethyl acetate. The organic layer was then washed 
with an aqueous solution of sodium hydrogen carbonate and water. 
The solvent was evaporated in vacuo to give crystals. 
Recrystallization from ethyl acetate - benzene afforded colorless 
crystals (1.09 g, 90%), m.p. 160-161 °C. 

1 H-NMR(200MHz, CDC1 3 )5: 1.23(3H,t), 4.23(2H,q), 4.26(3H,s), 
5.72(2H,s), 7.09(2H,d), 7.20(1H,t), 7. 38-7. 48(4H, m) , 
7.58-7.66(2H,m), 7. 73-7. 79(2H,m) 

IR(KBr) cm" 1 : 3000, 2220, 1725, 1560, 1465, 1440, 1415, 1285, 1250, 
1220, 1040, 760, 750, 740 
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Reference Example 7 

Ethyl 1 -[ (2* -cyanobiphenyl-4-yl) methyl] -2-ethoxybenzimidazole- 
7-carboxylate 

Acetic acid (0.2 g) was added to a solution of ethyl 
3-amino-2-N-[2' -cyanobiphenyl-4-yl)methyl]aminobenzoate (1 .0 g) in 
ethyl orthocarbonate (5 ml). The mixture was stirred at 80 °C for one 
hour. The reaction mixture was concentrated, and the concentrate was 
dissolved in ethyl acetate. The solution was washed with an aqueous 
solution of sodium hydrogen carbonate and water. The solvent was 
evaporated to give crystals. Recrystallization from ethyl acetate - 
benzene afforded colorless crystals (0.79 g, 69#) , m.p. 131-132°C. 
Elemental Analysis for C 26 H2 3N30 3 : 

C(%) N(*) 
Calcd.: 73.39; 5.45; 9.88 
Found : 73.36; 5.42 9.83 

, H-NMR( 200MHz, CDC1 3 )S: 1.24(3H,t), 1.49(3H,t), 4.24(2H,q), 

4.68(2H,q), 5.72(2H,s), 7.10(2H,d), 7.19(lH,t), 7. 38-7. 46 (4H, m) , 
7.56-7.66(2H,m), 7. 73-7. 77 (2H, m) 

IR(KBr) cm" 1 : 2220, 1720, 1550, 1480, 1430, 1280, 1245, 1215, 1040, 
760, 740 

Reference Example 8 

Ethyl 1 -[ (2 ' -cyanobiphenyl-4-yl) methyl] -2-propoxybenzimidazole- 
7-carboxylate 

Acetic acid (0.2 g) was added to a solution of ethyl 
3-amino-2-N-[ [ (2' -cyanobiphenyl-4-yl) methyl] amino] benzoate (0.9 g) in 
propyl orthocarbonate (5 ml). The mixture was stirred at 80°C for one 
hour. The reaction mixture was concentrated, and the concentrate was 
dissolved in ethyl acetate. The solution was washed with an aqueous 
solution of sodium hydrogen carbonate. The solvent was evaporated to 
give crystals. Recrystallization from ethyl acetate - benzene 


-27- 


afforded colorless crystals (0.72 g, 68%) , m.p. 90-92°C. 
Elemental Analysis for C 27 H2 5N 3 0 3 : 

C(%) H(%) NW 
Calcd.: 73.79; 5.73; 9.56 
Found : 73.84; 5.79; 9.54 

1 H-NMR(200MHz, CDC1 3 )5: 1.01 (3H,t), 1.25(3H,t), 1 . 80-1 . 97 (2H, m) , 
4.24(2H,q), 4.57(2H,q), 5.72(2H,s), 7.11(2H,d), 7.19(1H,t), 
7.38-7.46(4H,m), 7. 56-7. 66 (2H,m) , 7. 73~7. 77(2H,m) 
IR(KBr) cm" 1 : 2220, 1725, 1550, 1480, 1460, 1430, 1370, 1280, 1245, 

1210, 1115, 1040, 760, 750, 740 
Reference Example 9 

Ethyl 1 -[ (2' -cyanobiphenyl-4-yl) methyl] -2-mercaptobenzimidazole- 
7-carboxylate 

A mixture of ethyl 3-amino-2-N- [ [ (2* -cyanobiphenyl-4-yl) - 
methyl] amino jbenzoate (5.6 g) and sodium 0-ethyl dithiocarbonate (7.3 
g) in ethanol (50 ml) was heated for 8 hours under reflux. The 
reaction mixture was concentrated and the residue was dissolved in 
water. The solution was adjusted to pH 3-4 with hydrochloric acid. 
Precipitating crystals were collected by filtration, followed by 
recrystallization from ethanol to afford yellow crystals (5.0 g, 80%), 
m.p. 225-227°C. 

1 H-NMR( 200MHz, DMS0-d 6 )5: 1.08(3H,t), 4.12(2H,q), 5. 90(2H, brs) , 
7.08(2H,d), 7.27(1H,t), 7. 38-7. 59(6H, m) , 7.76(1H,dt), 
7.92(1H,dd) 

IR(KBr) cm" 1 : 2210, 1720, 1460, 1440, 1420, 1375, 1335, 1265, 1180, 
1135, 1115, 1100, 985, 760, 740 
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Reference Example 1 0 

Methyl 2-[ [ (2* -cyanobiphenyl) methyl] amino] -3-nitrobenzoate 
A mixture of ethyl 2-[ [ (2 1 -cyanobiphenyl)methyl]amino] -3~ 
nitrobenzoate (5 g) and sodium hydride (60% dispersion in mineral 
oil, 1.62 g) in methanol (50 ml) was stirred at room temperature for 
one day. The reaction mixture was concentrated and the residue was 
poured into a saturated aqueous solution of sodium hydrogen carbonate 
(100 ml), followed by extraction with chloroform. The organic layer 
was washed with water, dried and concentrated to dryness to give 
crystals. Recrystallization from ethyl acetate - hexane afforded 
pale yellow crystals (3.98 g, 83%), m.p. 106-108°C. 
1 H-NMR( 200MHz, CDC1 3 )5: 3.81 (3H,s), 3.97(2H,br s), 4.23(2H,s), 
6.40(1H,br s) , 6.88-6.91 (2H,m) , 7. 34-7. 55(7H, m) , 
7.65(lH,dt, J=1 .2, 7.7Hz), 7. 77 ( 1 H,dd, J=1 . 4, 8. 0Hz) 
IR(KBr) cm" 1 : 3410, 3350, 2225, 1695, 1485, 1470, 1290, 1200, 780, 
760 

Reference Example 1 1 

Methyl 1 -[ (2 1 -cyanobiphenyl-4-yl) methyl] -2-ethoxybenzimidazole - 
7-carboxylate 

Acetic acid (0.37 g) was added to a solution of methyl 
3~amino-2-[ [ (2* -cyanobiphenyl-4-yl) methyl] amino ] benzoate (2.03 g) in 
ethyl orthocarbonate (5 ml), and the mixture was stirred at 80°C for 
one hour. The reaction mixture was concentrated to dryness and the 
residue was dissolved in ethyl acetate. The solution was washed with 
an aqueous solution of sodium hydrogen carbonate and water. The 
solvent was evaporated in vacuo to give crystals. 
Recrystallization from ethyl acetate - hexane afforded colorless 
crystals (2.01 g, 86%), m.p. 1 68. 5-1 69. 5°C. 
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Elemental Analysis : 

C(%) H(« N<*) 
Calcd. : 72.98; 5.14; 10.21 
Found : 72.71 ; 5.12; 9.97 

1 H-NMR( 200MHz, CDC1 3 ) 6 : 1 . 42 (3H, t, J=7. 1 Hz) , 3.71 (3H,s), 
4.63(2H,q,J=7.1Hz), 5.59(2H,s), 7. 09(2H,d, J=8. 4Hz) , 
7.20(1H,t,J=7.9Hz) , 7. 45*7. 59 (5H, m) , 7. 69-7. 80 ( 2H, m) , 
7.92(1H,dd,J=1 .4,7.8Hz) 
IR(KBr) cm" 1 : 2225, 1725, 1550, 1480, 1430, 1350, 1280, 1250, 1040, 

760, 750 
Reference Example 1 2 

Ethyl 2- [ [ ( 2 1 -cyanobiphenyl-4-yl ) methyl ] amino ] ~3~ ( 3~ 
ethylthioureido)benzoate 

A mixture of ethyl 3~amino-2-[ [ (2* -cyanobiphenyl-4-yl)- 
methyl] amino] benzoate (1.61 g) , ethyl isothiocyanate (1.5 ml) and 
ethanol (1 ml) was stirred at room temperature for 3 days. The 
reaction mixture was dissolved in ethyl acetate and the solution was 
washed with water, dried and concentrated to dryness to give 
crystals. Recrystallization from ethyl acetate - hexane afforded 
pale yellow crystals (1.92 g, 91*), ra.p. 108-1 10°C. 
'H-NMR ( 200MHz, CDC1 3 ) 8 : 1.15(3H,t), 1.40(3H,t), 3. 50-3. 70(2H,brs) , 

4.37(2H,q), 4.56(2H,d), 6.07(1H,t), 6.78(lH,t), 7. 1 9-7. 24 ( 1 H, m) , 
7.38-7.53(6H,m), 7. 63(1 H, dt) , 7. 72-7. 76 ( 1 H, m) , 7.99(1H,dd), 
8.29(1H,br s) 

IR(KBr) cm- 1 : 3375, 3320, 3150, 2975, 2220, 1740, 1680, 1540, 1510, 
1450, 1300, 1225, 1180, 1150, 760, 750 
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Reference Example 13 

Ethyl 2-[ [ (2* -cyanobiphenyl-4-yl)methyl]amino]-3-(3- 
propylthioureido) benzoate 

In substantially the same manner as Reference Example 12, 
desired pale yellow syrup (2.0 g, 98%) was obtained from ethyl 
3-amino-2-[ [ (2* -cyanobiphenyl-4-yl) methyl] amino] benzoate (1.6 g) , 
propyl isothiocyanate (1.5 ml) and ethanol (1 ml). 
, H-NMR(200MHz,CDCl 3 ) 6 : 0.88(3H,t), 1.40(3H,t), 1 . 48-1 . 67 (2H,m) , 
3.42-3.68(2H,br s), 4.37(2H,q), 4.56(2H,d), 6.13(1H,t), 
6.78(1H,t), 7.21-7.25(1H,m), 7. 36-7. 53 (6H, ra) , 7.64(1H,dt), 
7.73-7.77(1H,m), 7.99(1H,dd), 8. 20-8. 40 ( 1 H, br s) 
IR(Neat)cm- ! : 3325, 3175, 2960, 2930, 2875, 2220, 1710, 1690, 1590, 

1475, 1360, 1175, 1140, 1090, 1020, 760 
Reference Example 1 4 

Ethyl 1 -[ (2 1 -cyanobiphenyl-4-yl) methyl] -2-ethylamino- 
benzimidazole-7-carboxylate 

Methyl iodide (4.5 g) was added to a solution of ethyl 
2- [ [ ( 2 ' -cyanobiphenyl-4-yl) methyl] amino] -3- (ethylthioureido) benzoate 
(1.8 g) in ethanol (50 ml), and the mixture was heated under reflux 
for 12 hours. To the reaction mixture was added 1 N-HC1 (60 ml) and 
the mixture was stirred at room temperature for 30 minutes. The 
reaction mixture was concentrated to dryness and the concentrate was 
dissolved in ethyl acetate. The solution was washed with an aqueous 
solution of sodium hydrogen carbonate and water and dried. The 
solvent was evaporated to dryness and the residue was purified by 
column chromatography on silica gel to afford yellow syrup (0.96 g, 
58%). 

1 H-NMR(200MHz,CDCl 3 ) 5 : 1.23(6H,t), 3. 48-3. 62 (2H,m) , 4.09(1H,t), 

4.23(2H,q), 5.57(2H,s), 7.15(1H,t), 7.25(2H,d), 7. 40-7. 77 (8H, m) 
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IR(Neat)cm" 1 : 3400, 3225, 2975, 2930, 2210, 1710, 1610, 1570, 1480, 
1425, 1365, 1320, 1270, 1250, 1210, 1130, 1100, 1060, 
770, 750 
Reference Example 1 5 

Ethyl 1 -[ (2* -cyanobiphenyl-4-yl) methyl] -2-propylamino- 
benzimidazole-7-carboxylate 

In substantially the same manner as Reference Example 14, 
desired yellow syrup (1.2 g, 65%) was obtained from a solution of 
ethyl 2-[ [ (2' -cyanobiphenyl-4-yl) methyl] amino] -3-( 3-propylthioureido)- 
benzoate (2.0 g) and methyl iodide (4.8 g) in ethanol (50 ml). 
1 H-NMR ( 200MHz, CDC1 3 ) S : 0.87(3H,t), 1.25(6H,t), 1 . 52-1 .70(2H,m) , 

3.42-3.52(2H,m), 4.12(1H,t), 4.25(2H,q), 5.58(2H,s), 7.16(1H,t), 
7.29(2H,d), 7.41-7.78(8H,m) 
HKNeatJcnr 1 : 3400, 3250, 2975, 2950, 2890, 2225, 1715, 1620, 1590, 

1570, 1480, 1430, 1370, 1285, 1220, 1135, 1070, 760 
Working Example 1 

Ethyl 2-ethoxy-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl ) biphenyl-4-yl] - 
methyl ] benzimidazole-7-carboxylate 

A mixture of ethyl 1 -[ (2' -cyanobiphenyl-4-yl) methyl] -2- 
ethoxybenzimidazole-7-carboxylate (0.7 g) and trimethyltin azide 
(0.7 g) in toluene (15 ml) was heated under reflux for 4 days. 
The reaction mixture was concentrated to dryness and to the residue 
were added methanol (20 ml) and 1N-HC1 (10 ml). The mixture was 
stirred at room temperature for 30 minutes and adjusted to pH 3 to 4 
with IN NaOH. After removal of the solvent, the residue was 
partitioned between chloroform and water. The organic layer was 
washed with water and dried, and the solvent was evaporated to 
dryness to give a syrup. The syrup was purified by column 
chromatography on silica gel to give crystals. Recrystallization 
from ethyl acetate - benzene afforded colorless crystals 
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(0.35 g, 45*), m.p. 158-159°C. 
Elemental Analysis for C 26 H 2 aN60 3 : 

C(%) N(%) 
Calcd. : 66.65; 5.16; 17.94 
Found : 66.61 ; 5.05; 17.84 

1 H-NMR( 200MHz, CDC1 3 ) 6 : 1.09(3H,t), 1.43(3H,t), 4.02(2H,q), 
4.30(2H,q), 5.57(2H,s), 6.71(2H,d), 6. 83-6 . 96 (4H, m) , 
7.27-7.31 (1H,m) , 7.40(1H,dd), 7. 55-7. 66 (2H, m) , 8. 04-8. 09( 1 H,m) 

IR(KBr) cm" 1 : 1720, 1605, 1540, 1470, 1430, 1250, 1040, 750 

Working Example 2 

2-Ethoxy- 1 - [ [ 2 1 - ( 1 H-tetrazol-5-y 1 ) biphenyl-4-yl ] methyl ] - 

benzimidazole-7-carboxylic acid 

A solution of ethyl 2-ethoxy-1 - [ [2 ' -( 1 H-tetrazol-5-yl) - 

biphenyl-4-yl] methyl] benzimidazole-7-carboxylate (0.24 g) and IN 

NaOH (1.5 ml) in ethanol (4 ml) was stirred at 80°C for one hour. 

The reaction mixture was concentrated, and the concentrate was 

extracted with water and ethyl acetate. The aqueous layer was 

adjusted to pH 3-4 with 1 N-HC1 to give crystals. Recrystallization 

of the crystals from ethyl acetate - methanol afforded colorless 

crystals (0.15 g, 67%), m.p. 183-185°C. 

Elemental Analysis for C 2 4 H 2 oN 6 0 3 . 1 /5H 2 0 : 
C(« H(*) N(%) 

Calcd. : 64.91 ; 4.63; 18.93 

Found : 65.04; 4.51 ; 18.77 

1 H-NMR(200MHz,DMSO-d 6 ) 5 : 1.38(3H,t), 4.58(2H,q), 5*63(2H,s), 

6.97(4H,q), 7.17(1H,t), 7. 47~7. 68 (6H, m) 
IR(KBr) cm-': 1710, 1550, 1480, 1430, 1280, 1240, 1040, 760 
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Working Example 3 

Ethyl 2-propoxy-1 - [ [2 1 - ( 1 H-tetrazol-5-yl ) biphenyl-4-yl] - 
methyl] benzimida2ole-7-carboxylate 

A mixture of ethyl 1 -[ (2 1 -cyanobiphenyl-4-yl) methyl] -2- 
propoxybenzimidazole-7-carboxylate (0.69 g) and trimethyltin azide 
(0.7 g) in toluene (15 ml) was heated for 4 days under reflux. 
The reaction mixture was concentrated to dryness and to the mixture 
was added methanol (20 ml) and 1N-HC1 (10 ml). After stirring at 
room temperature for 30 minutes, the mixture was adjusted to pH 3-4 
with IN NaOH. After removal of the solvent, the residue was 
extracted with chloroform-water. The organic layer was washed with 
water and dried, and the solvent was evaporated to dryness to give 
a syrup. The syrup was purified by column chromatography on silica 
gel to give crystals. Recrystallization from ethyl acetate - benzene 
afforded colorless crystals (0.31 g, 43%), m.p. 157-159°C. 
Elemental Analysis for C 27 H 2 6N60 3 : 

C(%) N(*) 
Calcd. : 67.21 ; 5.43; 17.42 
Found : 67.26; 5.45; 17.28 

'H-NMRf 200MHz, CDC1 3 ) 6 : 1.03(3H,t), 1.13(3H,t), 1 . 75-1 . 92(2H,m) , 
4.05(2H,q), 4.23(2H,q), 5.57(2H,s), 6.75(2H,d), 6.90(2H,d), 
6.96(2H,d), 7.28-7.33(lH,m), 7. 39-7. 44 (2H,m) , 7. 57~7. 62 ( 2H, m) , 
8.07-8. 1 1 (lH,m) 

IR(KBr) cm" 1 : 1720, 1540, 1470, 1430, 1280, 1250, 1130, 1020, 750 
Working Example 4 

2-Propoxy-1 - [ [2 ' - ( 1 H-tetrazol-5-yl) biphenyl-4-yl] methyl] - 
benzimidazole-7-carboxylic acid 

A solution of ethyl 2-propoxy-1 -[ [2' -(1 H-tetrazol-5-yl)- 
biphenyl-4-yl] methyl] benzimidazole-7-carboxylate (0.23 g) in ethanol 
(4 ml) containing 1 N-NaOH (1.5 ml) was heated at 80°C for 2 hours. 
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The reaction mixture was concentrated to dryness and the residue 
was extracted with water and ethyl acetate. The aqueous layer was 
adjusted to pH 3-4 with 1 N-HC1 to give crystals. Recrystallization 
from ethyl acetate - methanol afforded colorless crystals (0.15 g, 
69%), m.p. 174-175°C. 

Elemental Analysis for C 2 5 H 2 2N 6 0 3 . 0. 3H 2 0: 

C(%) H(%) N(Jf) 
Calcd. : 65.29; 4.95; 18.27 
Found : 65.41 ; 4.92; 18.20 

' H-NMR( 200MHz, DMSO-de) d : 0.92(3H,t), 1 . 70-1 . 87 (2H, m) , 4.47(2H,q), 

5.63(2H,s), 6.96(4H,dd), 7.16(1H,t), 7. 42-7. 67 (6H,m) 
IR(KBr) cm" 1 : 1700, 1550, 1430, 1290, 1240, 765 
Working Example 5 

Ethyl 2-mercapto-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl ) biphenyl-4-yl] - 
methyl] benzimidazole-7-carboxylate 

A mixture of ethyl [1 -(2* -cyanobiphenyl-4-yl ) methyl] - 
2-mercaptobenzimidazole-7-carboxylate (4.1 g) and trimethyltin azide 
(8.0 g) in toluene (100 ml) was heated for 4 days under reflux. 
The solvent was evaporated to dryness and the residue was stirred 
in a mixture of cone, hydrochloric acid (2 ml) and methanol (20 ml) 
at room temperature for 20 minutes. To the reaction mixture was 
added 1 N-NaOH to adjust to about pH 4 and then the mixture was 
extracted with ethyl acetate. The organic layer was washed with 
water, dried, and concentrated to dryness to give crystals. 
Recrystallization from chloroform gave colorless crystals (5.0 g, 
89%) t m.p. 263-264°C (decomp.). 
Elemental Analysis for C 2 4 H 2 0 N 6 O 2 S. 1 /2H 2 0 : 

C(%) H(%) N(%) 
Calcd. : 61 .92; 4.55; 18.05 
Found : 61 .99; 4.30; 17.86 
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1 H-NMR( 200MHz, DMSO-d 6 ) 5 : l.10(3H,t), 4.09(2H,q), 5.82(2H,br s), 

6.87(2H,d), 7.00(2H,d), 7.26(1H,t), 7. 37-7. 69(6H,m) 
IR(KBr) cm" 1 : 1720, 1460, 1440, 1365, 1340, 1260, 1180, 1145, 1150, 

1110, 990, 745 
Working Example 6 

Ethyl 2-methylthio- 1 - [ [ 2 ' - ( 1 H-tetrazol-5-y 1 ) biphenyl-4-yl ] - 
methyl ] benzimidazole-7-carboxylate 

To a solution of ethyl 2-mercapto-1 - [ [2* -( 1 H-tetrazol- 
5-yl)biphenyl-4-yl]benzimidazole-7-carboxylate (0.68 g) in ethanol 
(10 ml) containing 1 N-NaOH (3.0 ml) was added methyl iodide (0.24 g) , 
and the mixture was stirred at room temperature for 2 hours. 
The reaction mixture was neutralized with dilute hydrochloric acid to 
give crystals. The crystals were purified by column chromatography 
on silica gel. Recrystallization from ethyl acetate afforded 
colorless prisms (0.31 g, 44%), m.p. 207-208°C (decomp.). 
Elemental Analysis for C 25 H 2 2N602S: 

C(%) H(« N(« 
Calcd. : 63.81 ; 4.71 ; 17.86 
Found : 63.55; 4.81 ; 17.50 

] H-NMR(200MHz,DMSO-d 6 ) 6 ' 1.13(3H,t), 2.77(3H,s), 4.l4(2H,q), 

5.62(2H,s), 6.84(2H,d), 7.26(1H,t), 7. 46-7.70(5H,m) 
IR(KBr) cm-': 1705, 1480, 1450, 1420, 1360, 1340, 1275, 1255, 1190, 

1140, 1100, 1025, 990, 770, 750 
Working Example 7 

Ethyl 2-methylthio-1-[ [2 ' - ( 1 H-tetrazol-5-yl) biphenyl- 

4- yl] methyl] benzimidazole-7-carboxylate 

To a solution of ethyl 2-mercapto-1 -[ [2* - ( 1 H-tetrazol- 

5- yl)biphenyl-4-yl] methyl ] benzimidazole-7-carboxylate (0. 91 g) 

in ethanol (13 ml) containing 1N-Na0H (4 ml) was added ethyl iodide 
(0.34 g), and the mixture was stirred at room temperature for 4 
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hours. The reaction mixture was adjusted to pH 4 with dilute 
hydrochloric acid to give crystals. The crystals were collected by 
filtration and purified by column chromatography on silica gel. 
Recrystallization from ethyl acetate gave colorless prisms 
(0.55 g, 57%), m.p. 153H54°C (decomp.). 
Elemental Analysis for C 26 H 2 uN 6 0 2 S: 

C(%) H(%) N(%) 
Calcd. : 64.44; 4.99; 17.34 
Found : 64.37; 5.05; 17.20 

1 H-NMR(200MHz,CDCl 3 ) S : 1.19(3H,t), 1.37(3H,t), 3.20(2H,q), 

4.12(2H,q), 5.67(2H,s), 6.75(2H,d), 6.92(2H,d), 7.05(1H,t), 
7.26-7.34(2H,m), 7.50(1H,dd), 7. 53-7. 63 (2H,m) , 8. 05-8. 11 ( 1 H, m) 
IR(KBr) cm" 1 : 1715, 1450, 1420, 1365, 1345, 1280, 1195, 1145, 1110, 

1035, 1015, 990, 760, 745 
Working Example 8 

Ethyl 2-propylthio-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl ) biphenyl- 
4-yl] methyl ]benzimidazole-7-carboxylate 

Propyl iodide (0.37 g) was added to a solution of ethyl 
2-mercapto- 1 - [ [ 2 * - ( 1 H-tetrazol-5-yl ) bipheny 1-4-yl ] methyl ] - 
benzimidazole-7-carboxylate (0.91 g) in ethanol (13 ml) containing 
IN NaOH (4.0 ml) and the mixture was stirred at room temperature 
for 5 hours. The reaction mixture was adjusted to about pH 4 with 
dilute hydrochloric acid to give crystals. The crystals were 
collected by filtration and purified by column chromatography on 
silica gel. Recrystallization from ethyl acetate - hexane gave 
colorless prisms (0.4 g, 40%), m.p. 177-178°C (decomp.). 
Elemental Analysis for C 27 H 2 6N60 2 S: 

C(%) H(%) N(%) 
Calcd.: 65.04; 5.26; 16.85 
Found : 64.88; 5.25; .16.78 
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1 H-NMR(200MHz,CDCl 3 ) 8 : 1.04(3H,t), 1.19(3H,t), 1.76(2H,m), 

3.18(2H,t), 4.12(2H,q), 5.69(2H,s), 6.75(2H,d), 6.93(2H,d), 
7.05(1H,t), 7.27-7.34(2H,m), 7. 50(1 H,dd) , 7. 54-7. 63 (2H, m) , 
8.07-8. 12(1H,m) 

IR(KBr) cm" 1 : 1715, 1450, 1420, 1380, 1365, 1350, 1280, 1260, 1190, 

1145, 1035, 1020, 990, 760, 745 
Working Example 9 

2-Methylthio-1 - [ [2 ' - ( 1 H-tetrazol-5-yl) biphenyl-4-yl] - 
methyl ]benzimidazole-7-carboxylic acid 

A solution of ethyl 2-methylthio-1 - [ [2 ! -( 1 H-tetrazol-5- 
yl)biphenyl-4-yl] methyl] benzimidazole-7-carboxylate (0.2 g) in a 
methanol (5 ml) solution containing IN NaOH (1.3 ml) was heated under 
reflux for 2 hours. The reaction mixture was adjusted to about pH 4 
with dilute hydrochloric acid to give crystals. The crystals were 
collected by filtration, and recrystallized from ethyl acetate - 
hexane to give colorless crystals (0.17 g, 81%), m.p. 223-225°C 
(decomp. ) . 

Elemental Analysis for C 2 3 Hi 8 N 6 0 2 S. 1 /2C*H 8 0 2 

C(%) H(J5) N(J5) 
Calcd. : 61 .72; 4.56; 17.27 
Found : 61 .59; 4.54; 17.54 

'H-NMR ( 200MHz, DMSO-ds) 5 : 2.75(3H,s), 5.76(2H,s), 6.88(2H,d), 

7.01(2H,d), 7.25(1H,t), 7. 47-7. 66 (5H,m) , 7.82(1H,d) 
IR(KBr) cm' 1 : 1710, 1485, 1450, 1420, 1370, 1345, 1320, 1280, 1245, 

1195, 1150, 990, 780, 760 
Working Example 10 

2-Ethylthio- 1 - [. [ 2 1 - ( 1 H-tetrazol-5-y 1 ) biphenyl-4-yl ] - 
methyl] benzimidazole-7-carboxylic acid 

A solution of ethyl 2-ethylthio-1 -[ [2' -(1 H-tetrazol-5- 
yl)biphenyl-4-yl] methyl] benzimidazole-7-carboxylate (0.35 g) in 
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a methanol (7 ml) solution containing IN NaOH (2.2 ml) was heated 
under reflux for 2 hours. After evaporation of the solvent, 
the aqueous residue was adjusted to about pH 3-4 with 1N-HC1 to 
give crystals. The crystals were collected by filtration. 
Recrystallization from ethyl acetate - methanol gave colorless 
crystals (0.21 g, 64%), m.p. 209-21 0°C (decomp.). 
Elemental Analysis for C 24 H2oN 6 02S: 

C(%) N(Jf) 
Calcd. : 63.14; 4.42; 18.41 
Found : 62.89; 4.35; 18.15 

1 H-NMR( 200MHz, DMSO-d 6 ) S ' 1.39(3H,t), 3.36(2H,q), 5.76(2H,s), 
6.87(2H,d), 7.01 (2H,d), 7.25(1H,t), 7. 47~7. 69(5H,m) , 
7.82(1H,dd) 

IR(KBr) cm" 1 : 1695, 1450, 1415, 1350, 1275, 1225, 1190, 1180, 1145, 

755, 740 
Working Example 1 1 

2-Propylthio-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl) biphenyl-4-yl] - 
methyl] benzimidazole-7-carboxylic acid 

A solution of ethyl 2-propylthio-l -[ [2* -(1 H-tetrazol-5- 
yl)biphenyl-4-yl] methyl] benzimidazole-7-carboxylate (0.25 g) in 
methanol (5 ml) containing 1 N-Na0H (1.5 ml) was heated under 
reflux for 2 hours. After removal of the solvent, the aqueous 
residue was adjusted to about pH 3-4 with 1N-HC1 to give crystals. 
The crystals were collected by filtration. Recrystallization from 
ethyl acetate - hexane gave colorless crystals (0.21 g, 91%), 
m.p. 222-223°C (decomp.). 
Elemental Analysis for C 25 H2iN 6 0 2 S: 

C(%) H(%) N(2) 
Calcd. : 63.95; 4.51 ; 17.90 
Found : 63.78; 4.85; 17.59 
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1 H-NMR( 200MHz, DMSO-d 6 ) S ' 0.99(3H,t), 1 . 67-1 . 85 (2H, m) , 3.35(2H,t), 

5.77(2H,s), 6.87(2H,d), 7.01 (2H,d), 7.25(1H,t), 7. 46-7. 70 (5H,m) , 
7.82(1H,dd) 

IR(KBr) cm" 1 : 1700, 1450, 1280, 1240, 1195, 1145, 755, 740 
Working Example 1 2 

2-Propoxy- 1 - [ [ 2 * - ( 1 H-tetrazol-5-y 1 ) biphenyl-4-yl ] methyl ] - 
benzimidazole 

Sodium hydride (60% dispersion in mineral oil, 0.24 g) was 
added to a stirred solution of 2-propoxybenzimidazole (0.71 g) in DMF 
(10 ml) under ice-cooling. The mixture was stirred for 20 minutes, 
to which was added N-triphenylmethyl-5-[2-(4-bromomethylbiphenyl] - 
tetrazole (2.3 g) , followed by stirring at room temperature for 5 
hours. To the reaction mixture was added ice-water, the mixture was 
extracted with ethyl acetate. The organic layer was washed with 
water, dried and concentrated to dryness. The concentrate was 
dissolved in methanol (50 ml), to which was added 1 N-HC1 (15 ml), 
followed by stirring at 60° C for 2 hours. The reaction mixture was 
concentrated, to which were added water (15 ml) and ethyl acetate 
(15 ml). The mixture was made alkaline with IN NaOH and shaken. 
The aqueous layer was adjusted to pH 3-4 with 1N-HC1 and then 
extracted with chloroform. The organic layer was washed with water, 
dried and concentrated to dryness. The concentrate was purified by 
column chromatography on silica gel to yield crystals. 
Recrystallization from ethyl acetate - methanol gave colorless 
crystals (0.58 g, 35%), m.p. 177-179°C (decomp.). 
Elemental Analysis for C 24 H2 2N 6 0: 

C(%) N(J<) 
Calcd. : 70.23; 5.40; 20.47 
Found: 69.93; 5.43; 20.22 

1 H-NMR(200MHz, DMSO-d e ) 6 : 0.95(3H,t), 1 . 70-1 . 88 (2H, m) , 4.46(2H,t), 
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5.23(2H,s), 7.04-7. 10(4H,m), 7.20(2H,d), 7. 38-7. 43 ( 2H, m) , 
7.48-7.70(4H,m) 

IR(KBr) cm" 1 : 1540, 1535, 1485, 1475, 1450, 1425, 1385, 1285, 1270, 

1040, 980, 755, 745 
Working Example 1 3 

Methyl 2-ethoxy-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl ) biphenyl-4- 
yl] methyl] benzimidazole-7-carboxy late 

A mixture of methyl 1 -[ (2* -cyanobiphenyl-4-yl) methyl] -2- 
ethoxybenzimidazole-7-carboxylate (1.85 g) and trimethyltin azide 
(2.80 g) in toluene (15 ml) were heated under reflux for one day. 
The reaction mixture was concentrated to dryness. To the residue 
were added methanol (50 ml) and 1N-HC1 (20 ml) and the mixture was 
stirred at room temperature for 30 minutes. The reaction mixture was 
adjusted to about pH 3-4 with lN-NaOH. After removal of the solvent, 
the residual syrup was purified by column chromatography on silica 
gel to give crystals. Recrystallization from ethyl acetate - benzene 
gave colorless crystals (1.16 g, 56%), m.p. 191-1 93°C (decomp.). 
Elemental Analysis for C 2 5 H 2 2 N 6 0 3 . 1 /5H 2 0: 

C(%) H(« N(Jf) 
Calcd. : 65.58; 4.75; 18.53 
Found : 65.55; 4.93; 18.35 

t H-NMR(200MHz,CDCl 3 ) 6 : 1 . 43 (3H, t, J=7. 0Hz) ) , 3.57(3H,s), 
4.30(2H,q,J=7.0Hz), 5.54(2H,s), 6.72(2H,d, J=8.2) , 
6.84-6.97(4H,m), 7. 28-7. 33( 1 H,m) , 7. 40(1 H,dd, J=1 . 8,7. 0Hz) , 
7.57-7.62(2H,m), 8. 03-8. 07 ( 1 H, m) 
IR(KBr) cm" 1 : 1720, 1550, 1475, 1430, 1280, 1250, 1040, 755, 735 
Working Example 1 4 

Ethyl 2-ethylamino-1 - [ [ 2 ' - ( 1 H-tetrazol-5-yl) biphenyl- 
4-yl] methyl ] benzimidazole-carboxylate 

A mixture of ethyl 1 -[ (2* -cyanobiphenyl-4-yl) methyl] -2- 
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ethylaminobenzimidazole-7-carboxylate (1.23 g) and trimethyltin 
azide (2.80 g) in toluene (15 ml) was heated for 40 hours under 
reflux. Precipitates were collected by filtration and suspended 
in methanol (50 ml). To the suspension was added 1N-HC1 (15 ml), 
and the mixture was stirred at room temperature for 10 minutes. 
The reaction mixture was adjusted to about pH 5 with IN-NaOH, 
followed by extraction with chloroform. The organic layer was 
washed with water, dried and concentrated to dryness. The residue 
was purified by column chromatography on silica gel to give 
crystals. Recrystallization from methanol - ethyl acetate gave 
colorless crystals (0.83 g, 61%), m.p. 166-168°C. 
1 H-NMR( 200MHz, CDC1 3 ) 8 - K13(3H,t), 1.21(3H,t), 343(2H,q), 

4.13(2H,q), 5.48(2H,s), 6.78(2H,d), 6.99(2H,d), 7.07(lH,t), 

7.22(1H,dd), 7.42-7.49(2H,m), 7. 54-7. 69 (3H,m) 
IR(KBr) cm" 1 : 1720, 1650, 1310, 1285, 765, 755, 750 
Working Example 1 5 

Ethyl 2-propylamino-1 -[ [2* - ( 1 H-tetrazol-5-yl)biphenyl- 
4-yl] methyl] benzimidazole-7-carboxylate 

A solution of ethyl 1 -[ (2* -cyanobiphenyl-4-yl) methyl] -2- 
propylaminobenzimidazole-7-carboxylate (1.20 g) and trimethyltin 
azide (2.7 g) in toluene (15 ml) was heated for 50 hours under 
reflux. Precipitates were collected by filtration and suspended 
in methanol (20 ml). After addition of 1N-HC1 (15 ml), the reaction 
mixture was stirred at room temperature for 10 minutes. The mixture 
was adjusted to about pH 5 with IN-NaOH, followed by extraction with 
chloroform. The organic layer was washed with water, dried and 
concentrated to dryness. The concentrate was purified by column 
chromatography on silica gel to give crystals. Recrystallization 
from methanol - ethyl acetate gave colorless crystals (10 g, 77%), 
m.p. 170-172°C. 
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1 H-NMR (200MHz, CDC1 3 ) 8 : 0.89(3H,t), 1.14(3H,t), 1 . 52-1 . 70 (2H, m) , 
3.35(2H,t), «.14(2H,q), 5.49(2H,s), 6.77(2H,d), 6.99(2H,d), 
7.05(lH,t), 7.21(1H,dd), 7. 39~7. 47 (2H,m) , 7.50-7.65(3H,m) 

IR(KBr) cm" 1 : 1720, 1670, 1660, 1290, 1270, 760 

Working Example 1 6 

Pivaloy loxymethyl 2-ethoxy- 1 - [ [ 2 ' - ( 1 H-tetrazol-5~yl ) - 

biphenyl-4-yl]benzimidazole-7-carboxylate 

Working Example 17 

1 -(Cyclohexyloxycarbonyloxy)ethyl 2-ethoxy-1 -[ [2* - 

( 1 H-tetrazol-5-yl)biphenyl-4-yl] methyl ] benzimidazole-7-carboxy late 

Experimental Example 1 

Inhibition of binding of angiotensin H to angiotensin 
receptor 

[Method] 

An experiment of inhibition on the binding of angiotensin H 
(AH) to AH receptor was conducted by modifying the method of 
Douglas et al. [Endocrinology, 102, 685-696 (1978)]. An A I 
receptor membrane fraction was prepared from bovine adrenal cortex. 

The compound of the present invention (10 ~ 6 M or 10~ 7 M) 
and 1 25 I-angiotensinn ( 125 I-A]I) (1.85 kBq/50//l) were added to 
the receptor membrane fraction, and the mixture was incubated at room 
temperature for one hour. The receptor-bound and free 125 I-AH 
were separated through a filter (Whatman GF/B filter), and the 
radioactivity of i25 I-AH bound to the receptor was measured. 
[Results] 

The results relating to the compounds of the present 
invention are shown in Table 1 . 
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Experimental Example 2 

Inhibitory effect of the compound of the 
present invention on pressor action of A H 

[Method] 

Jcl : SD rats (9 week old, male) were employed. On the 
previous day of the experiment, these animals were applied with 
cannulation into the femoral artery and vein under anesthesia 
with pentobarbital Na. The animals were fasted but allowed to 
access freely to drinking water until the experiment was started. 
Just on the day of conducting the experiment, the artery cannula was 
connected with a blood-pressure transducer, and the average blood 
pressure was recorded by means of polygraph. Before administration 
of the drug, the pressor action due to intravenous administration of 
AH (100 ng/kg) as the control was measured. The drugs were orally 
administered, then, at each point of the measurement, AH was 
administered intravenously, and the pressor action was similarly 
measured. By comparing the pressor action before and after 
administration of the drug, the percent inhibition by the drug on 
AH -induced pressor action was evaluated. 
[Results] 

The results relating to the compounds of the present 
invention are shown in Table 1 . 


/ 
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* TABLE 1 
Angiotensin I Antagonistic 
Activity Of Benzimidazole 
Derivatives 


Working 
Example 
No. 


Y 

R 2 

R' 

Radioreceptor 
Assay 
1x10 ~ 7 M 1x10 ~ 6 M 

Pressor Response 
to A II (p.o. ) 
3mg/kg 

1 

Et 

0 

Tet 

COOEt 

46 

82 

+++ a) 

2 

Et 

0 

Tet 

C00H 

61 

91 

+++ 

3 

Pr 

0 

Tet 

COOEt 

16 

48 

+++ 

4 

Pr 

0 

Tet 

COOH 

40 

79 

+++ 

6 

Me 

S 

Tet 

COOEt 

2 

26 

+ 

7 

Me 

S 

Tet 

COOH 

51 

82 

+++ 

8 

Et 

S 

Tet 

COOEt 

17 

54 

+++ 

9 

Et 

S 

Tet 

COOH 

41 

80 

+++ 

10 . 

Pr 

S 

Tet 

COOEt 

7 

32 

NT 

11 

Pr 

S 

Tet 

COOH 

NT b) 

NT 

+++ 


a) +++ ^ 70£ > ++ ^ 50% > + > 30% > - 

b) NT, not tested 
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